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(57) Abstract: A compound represented by the general formula (I), a phar- 
macologically acceptable salt thereof, or a hydrate or solvate tJiereof. In said 
formula A is optionally substituted 3-sulfaiTioylphcnyl, optionally substituted 
2-lhienyI, etc.; Rio is hydrogen or optionally substituted lower alkyl; Rn is 
hydrogen, halogcno, or liydroxy; R12 is hydrogen, halogeno, or nitro; Rn 
is hydroxy, optionally substituted lower alkoxy, optionally substituted lower 
alkylairiino, etc.; Ru is hydrogen, halogeno, nitro, etc.; and R15 is hydrogen, 
halogcno, or hydroxy. The compound (1) has an excellent antagonistic cflcci 
on a CRF receptor. Therefore, it is expected to be a preventive or remedy for, 
e.g., diseases to be caused or worsened by a CRF. 
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m m m 

wm^mmm-^)\^'e>mm^ (crf) §:^i^i^mi^^^^t^^>X7 

10 

CRFtt4 imOT^ ymf)^ibf3i^^)V=E>H$>^ [Science, 2 
13, 1394 (1981) ;J. Neurosci. , 7, 88 (198 
7)], 1981^ tlil^ [Science, 213, 1394 (1981 
15 )] , 1983 ^{C^yh [Proc. Natl. Acad. Sci. US 
A, 80, 4851 (1 9 83)] RXS\i h [EMBO J . , 2. 7 7 5 

(1 9 8 3)] iz^v>x^(Dwmmm-^ti. mmizmy). crfot^t 

20 t'^'oX^fciin Corticotropin Releasing F 
actor: Basic and Clinical Studies 
of a Neuropeptide, PP29-52 (1990)], If 

tC, ti^^TBI5-TS#:-giJW5^©MgSt43ViT«, C R F^&^^^S^TgUcfc D^cJf 

25 7tx;i/t> (ACTH) (DtScm^^lTo ^ommtLXWl^i^mf}^ 6 
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, wmmm. ^^^m\zMt^±^mf3ii^m^mtctf)^6. crf 
t "tiiS < Lx > CRF ^^mmymmtf)^ Dx-f3i<M^&n^^nTiz 

nmmziin^i^m'pmnm^mB.^om^^z'D^^xhmB-^n^^^ 
\zf3^^rc> 

::(D^'^\zcRFf)^^mnm^'pm(Dmmmm. mx\t. 'bm. wn. m 
. fl^isi. i'jw. ^mmmizi^hxitMiA^^r^m^i^-o^tf)^^. cRF:*^';in 
10 ib0^mz:i^n^m^<DmB(ommmMx$>^tmx^nx:^y). ^<om^ 
ifi^h\znt>nx\^^^o 

CRYifim^'^^^B.^t. 19 9 l^Owe n sS.Z^'N erne r o f f © 
Jlgi^a [Pharmacol. Rev. , 43, 425 (1991)]{C*i: 

^^nx^^^, BP'S, mm. r^w^yA-r-^-ji^, /i-^>y>^, 
%umm:mB.^\zcRFtm^hx\f^^. ^rcmi&x\t. z-tubmBU 

it)^r)XfSi<^(D0< 0mB\zMbXhCRFit)m-^VX\^^^t%^6tLX 

: ;^ hi/xsi^ttsjs ; m. t h^^^^-^^^x (H I V) mmm ; 7;l/ 
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mm ; aijfiittx hk;^ ; 7.hU7.m^^mnm:s:.\dv-\^ ; ^^^mmmmm 

10 Vi-2>o 

15 TVi-S. f!J^^^> #^¥9 - 5 0 7 8 5 5 -^^$6 (WO 95/34563^ 
^fg) \Z\t\:l'7'/U^U\iUU\i\) Vyit^mt^. #S¥9 - 5 0 7 2 4 9 
(WO 9 5/3 3 7 5 0 (dJt hf U e^>, tfU $>^>> / 

ePDif ij^v^y >s.D^^tfoDtfUi^y >'ft:'&ti*^\ #M¥8-2 5 9 

5 6 7#^$g (EP 7 2 9 7 5 8 ^dlj^) fcJi tf kT U 5 i^>Wl:f P 

20 PHU Sv'^'fb'&tl/^l^'. 0 - 7 2 4 4 9 (EP812831 

^^2)^^) fc:tt^>X-r 5i5^y-;l/^S#:j(>^, WO 98/0566 l^^^tC 
ttlf U HX«tfU5 H^Wa, 6-X«6. 7-tr5^^P^^#:j&t, W0 9 
8/0 8 8 4 Q^<Lkm\Z\tQ, 6 - At-P tf pM##:;0^^ WO 9 8/0 
8 8 4 7^^^(c:«6. b-^'rUMiy^umMWifi. ^U^l - 5 0 9 7 
25 2 5-^^;^^ (US571230 3 #^^fc:«tf ^ V-;i/5LlJ?tf ^l/P kT U 5 
v'>'fb'&ti;«>^ #^¥7 - 5 0 9 7 2 7-^^^ (US 5 6 6 8 1 4 ^n<ikmL 
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) \z},t7^ymm\^y'/-Mt^m^. «Kf^¥8-5 0012 1^^^ cu 
s 5 7 0 5 6 4 Q^'Jkm) \z},t}dyv-)u\:^mi!)'i. - 50972 

6^^$g (WO 9 4/1 3 6 7 6^<lkW tCfltTD D If U 5 v>'fki-&#I/&^, 
#S¥7 - 5 0 9 7 2 8-^^^ (WO 9 4/1 3 6 7 7^^^) fC^hf^y 
5 U\fV ^i^yit^m^. #^¥9 - 5 0 6 6 3 2^^^ (WO 9 5/3 3 7 
2m<ikm) {Cttlf^y-;Hb^^d^\ #M¥8 - 3 0 4 l-^^$g (US 5 
6 4 6 1 5 2-^^$g) t«tr^l/-;i/, t!^\/PbfU5>'>XJit!DDtf>J 
B.-J>'it'^mil)^. Wm^d- 1 3 2 5 2 8-^^^ (EP 7 7 3 0 2 3 -t^fg 
) 1,Z\t^^J ^z^ymcDit^m^ #M¥9 - 1 8 8 6 8 2^^jkm (EP 7 7 
10 8 2 7 7^^^) Jd^tTDDtf U 5>'>^0M##:^>«, #^¥9 - 5 0 4 5 
2 0^{l^m (WO 9 5/ 1 0 5 0 6-^^$g) ft 1 N - 7;i/4^;i/- N - 7 U 
U ^ v>7^ >^^#jO>\ wo 97/3553 9 -^^Ig (US 5 9 1 

2 3 4 8-^^^) \zJit7V-jv7^ym^}:f^j-j>Rn\f^j s.-j>mmm'^ 
.WO 97/3558 0 ^^fgfcfST u +'>xfi 7 u -;i/5":t-ea^ 
15 '^nrc\d^j s.iP>Rzsh^j7P>m'^m^. wo 9 7/3 5 8 4 6^^fg}c 
«7 u -jvt^zy - x«7 u - tr u >^ >Rt; tf u 5 >mm 

wo 97/4403 8^^|g{3«xh^t HoyxU>^>RlXtfU>^ 
;!/tf^^>^>"fl^-&tl:^^ WO 9 8/0 3 5 1 0^<i^mz\t7Va h U7z^> 
l^n\^^)B.-J>ih'^m^> WO 9 8/1 1 0 7 5^<^m\Zit\£yz^y>Rn 
20 h U 7>^/ >MS#:j5^. wo 99/0143 9 •^^fgtC«7 U -;i/-X«7 

•j-;i/7^y-Tg^$nfcmm^'fb^ti/0^\ wo 99/0145 4^^$g 
tifs-f s^ytf'j5>'>]s^tK'i'^i5^ytrui^>'ft;'&ti*«, W09 9/1 0 3 

5 o^'j^m\z\t-( ^i^V 14, 5 - c] tf^y-;wb^t;;0t, wo 9 9/1 

1 6 4 3^^$|{C«SilS^t!Ui^>'fb-&ti;0^> wo 9 9/3 8 8 6 8^'Am 
25 \Zl,t7Vuh0 7-J>RZS\fV ^z^Xt^mH)^. <^m^l 0 - 5 0 6 1 2 6 
(WO 9 6/3 5 6 8 9 tC«x71f7'U WO 9 
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8/2 9 4 1 3^{lkm (US572360 8^^^) (Ctttf^VP [4. 3 

-d] \dv ^-jymmi^M. wo 9 8/2 1 2 o o-^<ikm\z\t\£^v-)vm 

mi^t^. wo 98/2706 6^^|g{c«-r v^y ^)i-5.>RUy^'7i:^i- 

2. >mmmK W098/45295 (ussgsseis ^^^) 

5 \Z\t\£UU}f\)-J>mmm^. wo 9 8/4 790 3#^$6fc«5^:t7xy 
tf >J v>'(b'g-ti;Ot, WO 9 7 / 1 4 6 8 4 -^l^j^tCtJJ 5 / t! U 5 
RO^hU7i^>'fb^tl5{l^, WO 9 7/2 9 1 1 0 ^^$gtC}i5^:t 7 x y tf U 
5>^>'fb'&tl/&«, WO 9 7/2 9 1 0 9-^^# (US594151 3 ^^$g 
) f^Jitf^Votf U ^>?>'fb-^tl/&^\ WO 9 8/4 7 8 7 4^mmt^y 
10 -IBil^^i-V^J yit'^m^s ^^^1 1 - 5 0 7 3 5 8-^^^ (US 5 7 9 
5 9 0 5^^#) \Z\t7 ^ ym.m^7i^7V-)\^. tfU5i^>, hU7i?> 
Xlith^J7V-)Vit^m^. WO 9 8/ 3 5 9 6 7-^^#lC^^tf DD [1, 
2-a] tfUSe^^^C^b^i^iO^ #PI¥7 - 2 2 4 0 5 1^^^ (EP6 
5 9 7 4 7^^$g) . #^^1 0 - 5 1 1 6 9 3 (US.5 8 8 0 1 3 

15 5^^^) Rzswo 9 8/1 5 5 4 3^<lkmzl,t7 ^ / ^7V-}vmmm^ 

. W09 8/4 2 6 9 9 ^^IBiCti 4 -x h 7 k H D tf U >?;H^ U ^ v'>fl 

mm^. us 5 0 6 3 2 4 5^<^mz\,t}dyv^j>mmm'^. wo 9 9/1 
2 9 0 s^<lkmz\t^y u >Rz^^±v^) >mmm^. wo 98/2939 
m{tkmz\tm'^\dv^z^>it^m^s wo9 8/5 1 3 1 2^<ikmz\t2 

20 . 3, 5, e-T-h^bHD-l, 2, 6 -5^7>^7i^>- 3. 5->^:t> 
1, 1 WO 98/0882 1-^^^ (US 5 8 6 

1 3 9 8^^ig) \z},t^>v^^) ^z^>-ii)v-^>mmmi^f}^. wo9 9/ 

4 0 0 8 9^^fgi3«^>^/5^7>^T7-;i/^S#:>0^^^n^^nil^$nT 
25 §iB^t)^afce>/^Vi. 
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</5:^nTVi'5, m^it. wo 9 7/3 6 8 6 1 7 ^-T 

DE2453548 ^^tk^RXSmmm 55-17382 mm 

mt>. TIE (1) (1 5) (C^fiT^;&^>X75 

( 1 ) -^3^ ( I ) 




R 



12 



20 



-^S (II) 
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(II) 



mm^inm4m<D;\u^yimm7)v^)m 
mm^37bm7m(D>'^u7)v^)vm ^v<\t 

■ RitRif)^-'m\zf3iox.m^i,z^y)RitRit\zmmt^^mm'i'&.mz^ 
mm"?-. mmm=f'x\mnm^^^Lx^^x^2:< . mm^i7bm4m<D^ 
m7Jv^)imxmm-^rix\^^xh^\^^5 7bm6M(Dmmmm^mi^vx 

15 R^RXSRilitm—XUmt^^Xlf^XhJcK. 

^m^i7bm4m(D^m7)\^^)vm 
mm^i7bm4m(Di&m7)i^::2^iy^ x\t 
20 mm§kiJbm4m<om7)v^)vm'Bi.mm^i7bm4m(D^wi7)v^)v 
7.ju-^=.)vmti^^m^tti^mmmxm^^nxi^xh^\^^7^>fmx^^. 
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R5« 

Mrmm-^nx\^^x^^^^^mmi7b^4m(D^m7jv:n^z^m ; 
mmm2 7bm5m<Di&m7)V:fy y-()vm ; 

10 -hDS; 

z^7ym ; 

^ ^ ici 71; M 4 ffi <D M 7 ;u ^ T $ n T T J: ;wt ^: -r ;i/ 

£; 

mmmi7bm4m(Dis.m7)v^}V7.)v^:=.)vm 

15 ;^j;i/3j<=\^^^» ; 

/\u^>m'?i^zf^mB:37bm7m<Ds^^u7)v^)vmi!)^^m\tn^m^ 
&xmm-^nx\^^xh^\^^^m^i7bm4m<Di&WL7)v^j[^m. ^m^27b 
^5m(Dim7)vt}y-()v&. mm^27bm5m<Dm7)vndf^zy:fy)vt^- 

m(D>'^ u7)i^)v&i)^'E>mun^m^^xm^-^nx^^x%j;:^^7 B. y 

mm^3 7bm7m(Diy^U7)V^)V^ ; X\t 
25 M^i!:3 7iS7ffl©>^^O7;i/^;l/:t=^^S^*Tfe0. 
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5 v'XyS; 

^m^i7bm4m(Di&m7)v^)vxAt^^)m ; 
mm^snm7m(Dzy^u7)v^)vm 

15 ^5 7bm6m(Dmmmmn&: x\t 

-0R.6 

20 7y»> ^^^i7!>S4ii<D^i^7;u4^;i/»Tgm$nTViT'feJ:Vi7sy 

h^\^^^m^l7b^6m(D7)V^)\^m ; 
25 ^9ll^2 75M4®0^i^7;U^r:;i/S ; 

^m^27bm4m(D^m7)\^^=Ljvm ; 
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R,iiR,,ifi-m\zU'DX. Ekm^iibm.Am(Di&.m7 )\^^)vmy.\t-t^vm 

10 ] : X\t 

-Wi^ (III) 



15 Mm^l73>M4i@©MT;m + >-S ; XJ* 
-NRnR,8 

tK^H^P ; 




[^4'^ R,« 
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;u»Tg^ $ nx T t) J; 7 $ y 6 3i n -5 s^s trei^ $ tiT 

5 Rg^ 

7 U ; 

1 71;S41@IOM7;i/4^;PS-Tf«m$nTViTfc J;Vi7 5 y 7.;|/7Jn 
10 =L)m ; x« 

-COR, 9 
[ClClTRis^i 

^mi^l7^S4{®0{£^7;i/^;i'S ; 
15 Mmicl7iS4flO€i^7;Wa^e/S ; 

7U'-;^S ; X« 
— N RjqRji 

( 1? R R J, IrI - X ttS o T T J; < . 
20 ^K^M^ ; 

^5l^l7!;M4i@0«7;i^^;i-S ; 
^^^3 7!>M7i@©S/i^D7;i/^;i/S ; 
7'J-;i/S ; ^b<« 
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-S- ; 
-O - ;X\t 
5 -NR,4- 

10 Ti^mmi^ ] 

15 tK^H^ ; 
tKMM ; 

20 R,2« 

/\u^*>m^ ; 

1 75S4 j@Oi£m7;W^;i/S ; 
25 h^)y)Vta)f^^)im ; x^* 

^ 1 75 S 4 <@ ® T ;i. n 4^ e^S -e 35 0 , 
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-OR„ 
5 7)Vti^J^m ; X^t 

~ Y R 23 

-O- ; X« 
10 -NRj5- 

e> a n § ems Tg^ $ nx T J; ^ ^ici 71; M 4 ® 

;i/ jj^ + $ tiT T J; 7 U -jvm-v ^ ^ ] ; 
20 7^y*; 

2 7!;S 5 1®®ffiM7;m4^>'*;i^3jf-;i/ST* «9 , 

R ,4^* 

7jc^Jf ^ ; 
25 AP-Jr^jg^; 

^^1^1 75M4^©<BJ^7;i/^;i^S : 
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10 ti)Vts^-ym ; 

'>7yST^D> 
15 R,5« 

^^icl73?S4f@©M7;i'=^^;i/» ; 

(2) R,o*^ 
25 7jc^J^^-e^D, 
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-0R„ 

5 (c:;iTR„?&t 

~ YR23 
10 -O-Tfi&D. 

R23*^ 

15 Ru)5^ 
R.^J^)^* 

7K^m^i?afes±E (1) ^^mo^yxr^mmi^. ^(DmM±n^vn 

(3) R,3d^ 
-OR„ 

(nr-eR^j&t 

25 TJU;i7U^JiT^S) T^§±E (2) iB^®^>X7a HBI^^. t(Dm 
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(4) Aiti^-m^ (II) 




(ID 



(^^. Rp R,. R,. R4, R,RZSR,Jit±m (1) 
±IH (1) 751g (3) fBm©^>X75 ^®gS±^^U#^m 

(5) R,RtKR2:dt|S|-X«^?S:oTViTfeJ;<, 

M^ic 1 7iM4iS(0M7;w=^^;i/a-eab D> 

R 3^0? R 4)0^ 

10 Rj/^)^' 

^^icl71;M4^cD{Si^7;i/^;i/S ; 

Rs^^ 

15 1 7^M4M©M7;i/=^;i/STgm$nTViTfe J;U75 y« ; 

-OR.e 

(j:^:tr,6?&« 

20 qc^^^ 2 7!>M 5 ^0M7;m =^'>;*7;i'jJ^-;i/S;{i> e>il^*n§«m«T 
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o 

5 (6) R,Rr;JRjdtX5^;V»T*D, 

Re7&txl>:^i/:^7;P7j?n;i/», ^h:^'>S. xh^^^i^S, T'nJi^^^S^S, •I'v 
10 7U;i':t^'>SX«2 -::/'Dt!x;w:t=^'>«T^§±IB (5) um<D^>X 

(7) b --yJL^)V7.)Vy 7'e-( )V- 2 - ^ h^v7x 

x;i/S> 2 -X h^^i/- 3 -X5^;i/- 5 ->^x5^;i/;^;U7 7^<;P7xx;i/ 
3 -x5^;i/- 5 ->'x5^;i/x;i/7 7^-r;v-2 -:/D2j^^'>7xx;i/S 

5 -v>X5^;i/7>;i/7T^:-f Ji/- 2 -:/n4^^5/- 3 -yDt?;P7xx 
jp*, 5 ->^x5^;px;i/7 7^:-r;P- 2 h^>^- 3 -7*Dif;i/7xx;i/ 
3 -x^^ju- 5 ->'x5";i/7.;i'7 7^-i';i'- 2 - (2, 2. 2-h>j7 
;p^DXh:^^5/) 7xx;i/S. 2 -7U;i'^+'>- 3 -X5^;i/- 5 -v^x5^ 
20 ;i/;^;i/7 7^-i';V7xx;i/», 3 -x^}V- 5 -px^jiT.JVyr'^^ )V- 
2- (2 -7°PHx;i/:t^'» 7xx;i/S, 5 ->?x5^;l/x;^7 7^-1'>'^- 
2, 3 -i^;^ h^v'7xXJUS, 2-Xh:^'>*;i/jKx;i'-3-X5";i.-5 

- v?x5^;i/7. 7 7 ;v 7 X x;i/*x « 5 - i^x5^;i/x ;i/ 7 7 ^: ;w - 
2 - ^ h^'>- 3 ->?>(5^;i/7 5y 7xx;i/STab§±IE (6) IBi^©^> 
25 X7 5 H^S#:> -?-©g^±f|=^b#§mx«^07jcfqtiS U < «^iS£fOifej 

o 
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(8) Af)^-^^ (III) 




(III) 



(^^. R,. R8> R9S:?^X^^±iB (1) tl^UT^^) Ta&§±IB (1) 

(9) R,i!)^ 
-NR„R,8 

RsJ^^ 

-COR.g 
[^UTR.sd^ 

20 j^^|g:175M4^oM7;i/n^>^« ; 

mm^371}^7m<D>^ira7)V^)Vm I X« 
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-S-T^^±IB (8) tBm(D^>X7^ ^©ES±fF^b#-& 
5 (10) R^;^^^ h^>^»X^iXh + '>STabD, . 

(11) A:d^3, 5-i^-xl>^>';^j;i/3}?x;i/-4-^^;u- 2-5=-xx 
3, 5 ->?-xh^$/;^7;i/4^x;i/-4-7°Dt:;i/- 2 -5"xx;i/S. 

3, 5-i^-xh:^e/;<7;i/jj<x;i/-4- (^ h:^e/^5^;i/) -2-5^xxji/ 
4-x5^;i'-3. 5 -5^-^ h^>':^3;i/Jl^x;i/- 2 -5^xx;i/». 3- 

5-xh=^v/:j!3;wzi?x;u-4-x5^;i/-3-^ h^^^:^])^-^^)^- 2 
-^jL-)vm. 5 -5^;j7D>^DA>:j?7;i/3}?-;w- 3 -xh^^i/^ji/jj^x;!/- 
4-x5^;i/- 2 -5"xx;i/S, 3, 5 ->?-xb^>';^7;i/jj^x;i/- 4 -X5^ 
jl'- 2 -^xx;i/SXtt3 -X h:^'>:^j;i'7}?x;i/- 4 -X5";i/- 5 --^^x 

20 5^;i/7.;l'7 7^'r;W- 2 -5^Xx;WSTa&§±IB (l O) fB«(D^>X75 

(12) 3. 5 -v'^^DD-N- (3 -X5^;i/- 5 ->'X5^;l/X;i/7 7^ 
-fJI/- 2-p^ h^>^7xx;V) -4-b Ko:^'>^>XT5 H ; 

3. (2 -X + 3 -X5^;i/- 5 ->>^x^;U7.;i/7 

25 T^r'fv'I/^xx;!/) -4-t: HP^'>^>X7^ H ; 

3, 5 -i^^nu-N- (3-X.^}V-5--JX^)V7.}Vy7=i:^)\^-2- 
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•fat^^i^yx.:=.)V) - 4 - b H p^'>^>X75 K ; 
3, 5->?^PD-N- (5 -'yx^)V7.)Vy r^^ }V- 3 -^VZfU\f)V 
- 2 -yD7l^^>'7x-;i/) -4-t: HP4^'>^>X7S H ; 
3, S-v'i^PO-N- (5 ->^X5^;i'X;l/7 7^:'r;V- 2 -yPTl^^rV- 
5 S-:fu\d)Vy -4-h Kp^'>^>X75 H : 

3, (5 --yJ.^JVT.JVy T'e^ )V- 2 - ^ h^>'- 3 

-:/otr;i/7xr:;i/) - 4 - 1 hp+5^^>X75 K ; 

:^hU':7A 2. 6 ->^^^PP-4- [N- (3 -X9^;V- 5 ->>X5^;i/X 

;i'7 7^:'i';i^- 2 -p^ l-^'>7xx;i/) :^ji/;\*^-r;i/] 7xy^i/H; 

10 2, 6 ->^^PP- 4- [N- (3 -X5^;W- 5 ->^X5^;l/X;l/ 

^T^-l';!'- 2 h:^>'7xx;W ;^;Wt^-r;H 7x/:^>'K; 
:M-U'>A 2, 6 -i^^ PP- 4 - [N- (3 -X5^;U- 5 -v'X^jl/T. 
;U7r^'r;W- 2 -7'P7j^4^5^7xx;W) ;^j;|/A'^-r;l/] 7xy^S/H; 
U>^ 2, 6 -i^^ PP- 4 - [N- (3 -X5";i/- 5 -i^X5^;i/X;U7 

15 ^l'- 2 h^i>7xx;i/) 7xx;i/; 

i-h^)^A 2, 6 ->'iJ7PP-4- [N- (3 -X5^;P- 5 -i?X5^;i^X 
;i/7 7^:'f 2 h^>^7xx;i/) i^J^PA^r-r;!/] 7xy^'>H; 

:^7'J'^A 2, 6 PP- 4 - [N- (3 -x^;i/- 5 ->?x5^;i/x;w 

77^^ 2 h=^'>7xx;i/) ;<7;Wt^:-f ;p] 7x/^v'K; 
20 :J-hU'^7A 2, 6->^i^PP-4- [N- (3-X5^;i/-5-S^X^;i/X 

)Vy7'e-i)]/-2-zfo'^^iyyx.-}V) JV] 7x/ + v'F ; 

U>M 2, 6->?i^PP-4- [N- (3 -x5^;i/- 5 ->^x5^;i/:;^;i/7 

7^<>'l^- 2 h^i>7xXJP) 7xx;i/; 
3, 5->^i?PP-N- [3 -X5^;U- 5 -v?x5^;i/7.;W7 7^-1';i^- 2 - 
25 (2, 2, 2 - h U 7;i/:tPX h=^^i/) 7xX;i/] -4-kKP^'>^>X 
75 K ; 
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3, 5->^^DD-N- (2 -7U>IU:t^i/- 3 -X5^;i/- 5 -i?X5^;i/7. 
;U7 7^-r;W7xr:;i/) - 4- t Hd + ->'^>X7$ H ; 
3, 5 --J^ au-N- [3 -X^";!/- 5 -vX5^;U7>;i/7 7^^;i'- 2 - 
(2-ynt!x;|/:t^>') 7xx;i/] - 4 - h H n^S/^^XTS H ; 
5 3, 5-5^^7PD-N- (S-z^X^JVT.JVyr'E-OV-Z, 3-5^/^4^ 
'>7xx;i/) -4-b Fp^v^>X7.5 F ; 

3. 5 -i?^UQ-N- (2 -X h:^^>';^3;i/7}^x;i/- 3 -X5^;i/- 5 ->^X 
5^;i/X;i/7T^^;i/7xx;i/) - 4 - 1 Hd^5/^>Xt^ H ; 

3 -i? UU-N- ( 5 ->'X5^Jl/X;P7 7^-r;p- 2, 3-v^>h^>'7x 
10 x;i/) -4-fc: FP=^'>- 5 -xhP^>X7$ H ; 

5- (4-t: HP^v-- 3, 5 - h P'^> V-T ^ 7 ) -3-^5^;i/ 

5^:t7x>-2, 4-z^^)l^>mi^X=^JVJL7.7')\^ ; 

5- (3, 5 ->?^PP-4-t HP + i/^>\/-f;i/75y) -3-X9^;V 

5^:t7x>-2. 4 ->':^7;i/3i^>M':^x5^;i/xxx;i/ ; 

15 5- (3. 5-S^i^PP-4-kHP^'>^>y'r;i/7$/) -3->^Ptf 

;i/5=-:t7x>- 2, 4->?*;i/4?>i^>'x5^;i/xxx;P ; 

5- (3, 5->^iJ7PP-4-tHP^>'^>y-l';l<'75y) -3- (>< h 

?:t7x>-2, 4-z^:fy)Vt^>mPX^)VJL7.7')V 
5- (3, 5->'^PP-4-kHP^'>^>y'r;U75/) -3-X5^;i/ 
20 5^:t7x>-2. 4 ->^:^;i/4^>mi?^5';UxXT-;i/ ; 

5- (3, 5 -i?j^PP-4- h FP:^>'^>y-r;P7^/) -3-X5^;i/ 
5":t7x>- 2, 4 -v?:«7;i'zi^>^ 4 - X5^JUXXt-;I/ 2-;><5";1/XX 

5- (3, 5 -i^^nu- 4-\:i}^n^i^^>V-t )l7^y) - 3 -X5^;i/ 
25 5":t7x>- 2, 4 ->?;^j;i/3j^>^ 2 -X5^;UXXx;i/ 4-^^JPXX 
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2- (3. 5->?^Dn-4-t:HD^>^^>V-1'Jl/7S/) -5->'^P 
2- (3, 5->^i57DO-4-k HO=^r>'^>V-rjl/75y) -5-5^X5^ 

;i'7.;P7 7^-i';i/- 4 -x5"ji/^:t7x>- 3 -;^7;i/Ji^>Mx5^ji/xxx 

:^-hU'^A 2. 6->^i^PO-4- [N- [3, 5-t:X (s.h^-ytl)V 

10 7j^x;i/) -4-x5";i/-2-9"xx;i/] ^jwt^r^ji-] y x.y^-y\^ iRU 

3, S-v'^PU-N- (5 -v'X5^;l/:^;i/77^:'r;p- 2 h^'>- 3 

mtn^±^ (1) iBicofb'&ii^, ^omm±n^vm^mx\t^Q7mm 
15 (13) ±iB (1) 75S (1 2) tmoit^^. ^(Dmm±n^vn^m. 

^>Jt5taiS-? (CRF) ^^Wlf^^Mo 

(14) ±IB (1) 71;M (12) Bm<Dit^m. ^©BM±fF^b#^li 
X«^07KfP«^^b < «^iifq%^W^^^ t bT;^j:§ C R F (c J; 0 fl^ 

20 xti{Sii$n§3^a©?&)^3^j. 

(15) ±IB (1) 7bm (12) fBmo^b'&tl. ^©g^±i^^b#^:^ 
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x^;ws, yoif;i/S, -ryyptfjwa, -f^jvm. ^v^^^jvm. sec 

-i-yp^-;kS. 1 -^^5";^- 2 -7°p^-;i/S, i -x^;i/t:z:;i/S 
, 2 -^^jU- 1 -yp^x;i^S. 2 2 -^P^xji/S^Tafe^ 

o 

5^x;i/S, 1 -T'Dtrx;!/*. 2-ypifx;i/«, i-:/5^x;i/S. 2-:/ 

20 

25 h u ^ppp<5^;i/S, y)V:tux.^}vm. ^uujL=^)vm. z^yA 
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Jih^'y^. yo7j?:^S/S, ^yypjJ? + i/S. ':fh^'ym. ^VZfh^i^ 
5 S> s e c -:/h=^^i/S. t e r t -:/h + i^S^Ta&5o 

, V:/5^;i'5'^S> s e c-^^JV^tm. text -^^jv^:tmmi! 

10 

15 7.;i/7i' s e c -y5^;|/7.;i/7'i' t e I t -:f9-JV7.)V7 

20 v:/Dtf;i/7.;wj}^r:;i/S, 7'5^;W7.;i'5tsr:;i/S, y7'5^;I/7>;^tcn;^s^ 

s e c -7'5^;i/X;i/7iN:=:;i/S, t e r t -7'5^;i/7.;i/4N-;i/S^T2bS. 

^^m^2 7bm5m(Dumxit^i^^(Di&m7)i':hj^}vm} t^t. 

(Dmm^i7bm4m<Dim7)i'^)vm^^t^7Ati )vm^M^iy. 
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yt/h + i^:^;!/^!^^;!/^, s e c -:/h^i/;*j;i/#-Jl/S, t e 

^mm^snmimoiy^uTJi^^^jvm] tit. mmmi'msnm7m<D 

'yi/arjV^JV&^lk^V. MWmzitzy^ u:/u\^}vm. '>^o:/5^;vS 
20 SS^it5feL. DU>^r.;i/a, 5iS^yUi^::i;i/S, ^;l/*cU 
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0^v<iti7bm2m(Dmmmxmm-^nx^^x'h^\^^ctx^f). ^\z0 
sb< \tim(DmM^xM^-^nx^^x^^v^^tx$>^. 

thx\t. ^^v<\t;^^)vm. :L^jvm. yotf;i/S, -rvyntf 

15 if$L/<Ji^ h^S^ST^^o 

Rp Rjic::fetj-?) r^m^i7bm4m(D/\u^>imm7)v^)mi t 

20 Rp Rjiccfetj-S r7U-;i/Sj tLT«> $f * b < xn;|/^T^§ 

o 

Rp Ri\z^n^RitRtf}^-'mzts:'DX. m^-^ti^ ^ 57bmeM(Dmm 

X$>^. <l^iZ0^L<\t\:^n^JP>m. \f^yi^>mx^^o 
25 Rp RiiZ:i5n^RitRii!)^-m\Zf3i'DX. J^^iK^ tl^ 5 TbM 6 M^tSfO^ 
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Rp Ritvx\t. $f*b<«7jcmM^, x^ji^m. 7°ptf;i. 

x5^;i.S, 2. 2. 2 - h u 7;i/:tPX5^;i/S> uy°u\^)vm. y x.- 

XtiR,.J:Rj5(>t-^icfj;oTt!PUv?>^, 4 - ^5=-Jl/tr^^i^>^ 

R3. R4(c*5tj-§ TAP^^i^^j thx\t. m^L<\tyymm=?-x^ 

R3, R4{3^^^t§75y«^7)g^^-t=^^ rj^^i:l75M4M(5!)^i^7;i/ 

R3^ Ri\Z:i^n^7^J^(0 ritJ|$nTViTfeck(.ij i LTJi. 1 
2 M ©S m« Tggl $ tlT T J; J: t T ^ -5 o 
R3. RifC^J^t-S rft^$tlT(^iT=feck{/i75 ySj (hUTti, $f^L/< 

«^5^;i/7 5ys. >'^5=-;i.7 5ys, >?x^;i/7^ys, ^5^;1/x;i^xInx 
;i'75ySTab§. 
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i^M. -fu-^^z^m. P<^;i/75/*> -J;^^)V7^ym. i^X5^;i/7$/ 

1 ©g^STBife $ nx Vi T t> J; ,i: T ^ § , 

20 Rjt^Stt^ r^^icl75M4<a©{Si^7;U3:^'>«j ibTtt. ^*b< 
R,\Z^n^i&Wc7)Vu^i^m(Omm^X$>^^^m^3 7bm7m(Dzy^n 
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< « 1 TiM 3 1@ ©emSTfim $ nr T J; ^1 i T ^ ^ . 

$f * t < « ^ 5^ ;i/ X ;p - T * . 

R,\z^n ^7 ^ y m(Dm^&x^^i&m7 )i^)VM(Dm^Mx^^n\u 
Ri\z^n^7^ymo:>mmmx$>^^Wi7)v^)vm<Dmm^x;&^rmm 

20 ic3 7^M7i@(D5^i^D7;i'+;i/Sj iiUTtt, $f * U < fA^/^^ 0^0 fcf;i/S 

25 . R,\z^n^7s.ymommmx$>^^mm^27bm5m(Di&m7)vtiy^ 
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R,\z^\ir^7s,ym<Dm^mx^^mmms7bm7m(Dzy^u7)v=^}v 

ym. N-JL^)V-N-?f^^)V7^ym. N-^^;U-N-7°P t!;i/7 5 y 
N- (2-y)V:tUX^)V) -N-/5^;P7$yS, N- ('>i^D:7'n 

tr;i/^5";i/) -N->^5^;i/75y*, 7-fe5^;P75 N-7-fe5^;i/-N 

15 -^5^;i/75yS. N->'^U-yu}:^)V--N-^^)V7^/m. N- h 

=^5/:^3;i/5i?-;i/) 7^/S. n- (t e r t - ':fh^iyti)i^=.}V) -n- 
p^5^;i'75ys, N- (^5^;i/x;P7i>x;p) 75yS-t?^D. #(c$f^L< 

^ L < hf;i':t + >'S, i/^ n^>5^;i/;f ^v'ST^^o 

25 R5^:LT«, tiTK^m^, ^^M^. 
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, Zfut^^i^m. 2, 2, 2 - h U 7;i/:tPX |>^'>S, o :/D t!;w^ 

x5^;i/7^/g> v^5^;P75ys, >^x?;i/7^ys> n-x^;|/- 
N-^9^;i'75 /S, N->^5^;i/-N-::^Dkr;i/7 5 ys, n- (2-7;i/ 
:tux^)V) -N-^^;i/75 N- ('>^pyptf;i/^5^;i/) -n- 
;<^)V7s.y&. 7-fe5";i/7^yS; N-7iz5";i/-N-/5^;i/75 ys, 
10 N-i^i^ D^D tr;i/-N-^5^;W7$y*, n- h^->;^7;i/Ji?x;u) 7 
5/*, N- (t e r t h^e>:^7;i/jj?x;^) -N-;<5";i/7 5 yS, n 

15 ^ h^s/S, >?^^;i/7^y*Tab^. 

20 R6}c:fett^75 yS®gife»-e*§r^|^|^17!;S4#l©{£il5^7;i/4^;i'S 
J tUT«. $fSL/< X^^jUST^)^. 

ei^STBI^ $ nx T J; ^1 i: T ^ 5 o 

Rs(c:fett-5 rg^$nT(^iTt>J;Vi75 ySj iil/Tii. $fSb<«^5^ 

25 ;u75ys> X5^;u7^y«, 5^^5";P75y«, i^x5";i.7^ y»T'*5 

o 
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10 Rs{c:fetj-^ mm^i7bm4m<D^m7)v^)V7.}vts=-)vmi tvx\t. 

15 x;i/ST^§. 

R^t^z^n^7)v^)v^(Dm^&xh^ ^mmmi7bm4m(D^m7)vzi 
R,6{r:fe^t§7;P4^;i/S©em»xafe§75 /s© rem^nxviTt) J; 

25 R,e}C*3tt§7;i'^;i/S®e^«T'*S ra|g^$nTViT'bJ;V575/S 
J <hbT«, $f ^b< «v';<5^;P75ygTfe'5. 
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1 ^ ® MJISTSil $ tiT T <k ^: -c afe § , 

h4^5^^5^;p». 2, 2. 2-hvy)V:ttix^)vm. i^7y^^)vm. s 
- (>^^^;i/7^/) 7'ptf;i'S, ;^;i':ij^^->^5";i/S> p< ^^>';^;^2J^- 
R,6^c:fe^j•5 ^^mm27bm4m(Dim7)Vd-r.)v&i tvx\ts $?*b 

15 <\t7^))vm. 2 2 -yp^x;i/ST^^. 
< «2 -:/Ptfx;i/S> 2 -:/^x;i/*Tafe§. 

R,jic*3it§:*>;i'A^-r;i/S0e^ST^^ r^^ic 1 7bm4m(D^m7 

S 2 i@ 0gmST«il $ nx T <k d t T ^ -5 o 

R,gH*5tt§ rfi^$nTViTfeckVi:^j;wtt-i';i/Sj tUTJi. 

< \tz^^^)v^jv/^^^ )vmx^^, 
R.gC^fett^ r^^ici73;M4^oM7;u^>ii/7.;i/4^x;i/^j tUT« 

R.e^CiStj'^ r^^ic3 7!;M7i@®v'^P7;i/^;PSj thXlit. $f*b 
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RgchL'T^i, 0^v<\t7^mm^. mmm'f: ^mm^f-. :^^)vm. 
;^^)V7^ym. ji^)V7^ym. z^^^^^jvy^ym. >?x5";i/75 

, h!^^v-;i/S, TKmm. ^h^z^m. xh^zym. y'ut^^z/m. -iV 
2-t\iti^zyXh^iym. ^h^i^^^h^zym. 2. 2, 2-hU7 

ji/^pxh^$/S, y ^h^z^m. 3- (>^^5^;v7^y) yp/j^^'> 

S^ tDl^^zyy^h^-ym. y^h^^^iJ)Vt^x)V?^h^zy&s z^^u^a}^ 
)V)<h^i^m. h^)y)V:tU)<h=^zy^. T^JM^z^m. 2-^5^;i/TU 
15 2-'fU\^-)l^^^zy^. 2-y'^x)Vt^zym. py^^JVtJ 

•^T.-^y^t^zyM. zy^u^u}£)\^^^zym. zyC'U^y^)\^^^zym 

. yauy^z/m. ^y-J)V-t^z/^'^hK>. mzmt.\^<\t. y^v^z/^. 

20 a. 2 -yPlfx;i/:t^i/S. 2. 2, 2 - h U 7;i/:^-PX h^S/«, Xb 

^z/ti}\/tsx)vm-^h^, 

R5, R, eic Pitt's R si R, e^&^-i^JC 75: oT, J^fig^n-S r 5 75M 6 fi(5!5lS 
25 R5, R,el;:^frt§R5^:R,6*«-^fc;5:oT, J^fife^n-?) 5 TbS 6 
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R5, Rii\z:^n^R,tRi,^^-m\zu-ox. w^^n^ rs^^nxv^T 

'bj;Vi5 7iS6M®«afPlil^SlJ tbT«, $f * U < «x h 7 fc F D 7 7 > 

5";i/xh^t: FD77>m, xb^bFDlf 7>^> 2. 2 -v'p^^^jl/x h 
10 7kHok!7>5il, 4-^5';P^;!/7jNU 4 3 -^T+V 

15 . Rn> R,8(;:*5frt^ r^^i:i7!>M4l@(DM7;i/^;i/gj <hUT«. 

R,7> R„(;i*3tt§ r^mi^l7iS4{S©«7;i':3 + v'Sj .hUTtt, $f 

20 R,7. R,8{c*3tt^R,7^R,8^^-^f-j^^^"^^ f^^^ns rsTiseM® 

75/S> 5^X5";l/7SyS, N-;^5^Jl/-N-p^ h4^v'75/S, ^>e^ 
25 )V7^/m. 1 -tfaU v?x;W»X^!9, #lC$fSU<«^ h=^^'>»> Xb 
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^5=-;i/«> :/ptr;i/», :/^;uS"e^o, mzm^LKU^^^-)]^ 

R 8 (c *3 tj- ^ {gi^ 7 4^ 0 tt^s T ^ -g) 7 5 y S © r g ife $ tiT T 
R :fe frt ^ 7 © g«i*T ^ rgife $ nr T % J; 7 5 y 

R8fC:fett§^iiS7;i'=¥;i/SO rg^$nTViT'bJ;Vij tLX\t. $f*L^ 

/#{cfi^Sb< X5";us, :/nkfji/S. :/5";i/Ss p^h^'>>^ 

^)vmx^^o 

25 <«X5^;PSl?fe§. 

R9JC:fetj-§75y;5^;i/7^x;i/S® rg^$nTViTfe<kVij <!:bT«, 1 



wo 01/62718 PCT/JPOl/01429 



2 ^ © g^«T«t^ $ nx T t) d T -5 . 

<tt/ h^i^m. JLh^z^m. :futs^'ym. :/h+>-S, t e r t -::^h 
10 <«'>j^o:/Dtr;i/S> '>;^d^>5";I/»t3&D, #Jc:l?^b<«v'i7ny 

* b < « D ^ ^ e^ji/S X ^ s o 

o 

20 .R„. R2,(C^tt§R2o«tR2,5{>^~^JCfj:oT. J^^$n§ r575M6MO 
R,tLX\t. $f*b<Ji7K^Ii^, x^^jl'S, yatfjl/S. 7 
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o 

U < « 1 TiS 2 ®©gilSTfi^$nTl/iT J; tT* 0 , Itlclf * b 
R„fc:fett^ rAo^>ji^j thru. m^L<\tyymm^-v$>^o 

20 R„fc:fejt§ ^mm^i7bm4m(D^m7}v^)vmi tvnt. t^^v< 



wo 01/62718 



PCT/JPOl/01429 



39 

RntLT\t. u^h<\t7\^mm^. ^mm"?-. y^mw?-. 

15 R23^-^frt§mT;i'^;i'S(^gglST^^ r7U-;PSj ti.x\t. u 

20 Ri,\z^n^^m.7 )v^)vmo mm-^nx\^^x%^\>^\ tLx\t. 

< « 1 T&M 2 ^(DMI^STK^ $ tlT T J; t T ^ ^ o 

25 x;i/^5^;p«. 1 -;^7;1/jH:^$/x5";i.«, i- (x h:^^s^:^;i/jj^x;i/) x^ 
;us, 2-^ h + v':^j;i'5j^x;i/x5^;i/«, i -;^7 ^'>yDH;i/», i- 
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HB <DgmSTgii $ nr T i e: <!: T afe § . 
4 - ;U 4? 4^ >^ 7 X ^ § . 

R„tLT«, 0Sb<«^5";w»> x5";us, :/ot?;i.s, '^^i^;!^* 

1- (xh^:yti)V:^:=.)V) J:^}VM. 2 - }l-^^z^x.^)Vm. 1 

)Vt^^-y-2-)^9-JV'fu\f)vm. 1- (xb:^i/;^7;i/4^x;P) -2-^5=- 
;i.yptf;i/S, (;^7;i'7t?^'» (7xx;u) (p^ I> + '>;^7;1/j)^x 

(7xx;i') i -;<7;i/7}^^v- 2 -7xx;ux5^;vS, i- 

h^'>;*j;i/j)^x;i/- 2 - 7xx;i/x5";us, 4 -;^3;Uxi^4^$^7xx;i/S. 
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xh^i/S, 2 -;^;i/4?^vx h^^>S> 2 -tDVt^^z^x^jvj 
^ys. 1 -:ij;i/7]^^'>:/P>i?^i^S. i- h^>';^3;i'7i^xji/) yD# 
5 ^e^S. 1 2 -^^;i/yD:ij^4^>'S. i- iJLh^i^i])\^t^ 
x;i/) - 2 -^5^;U7'D7j^^'>S. (7xx;i/) p( h^^s^s 

. (^h^i^:^)Vt^:=>)V) (7XXJU) ^ h=^S/S, i-;<3;i/jJ^=^>'-2- 
7xx;i.x h^->*, 1 h:^^/:^;;!//}^^;!/- 2 - 7xx;vx h:^->S> 

10 , N-x^;u-N-:/otf;i/7 5y», :^^}V7.}V^:=.JV7 ^ ym. 

^^:^7jl/^x;i/S, t e r t -:/h^'>:^j;i/7j^x;i/ST*t)> #{c^ff*u<« 

15 R,4t-*5tj-§ ri^^iCl7iS4i®©M7;i/^;i/Sj «hbT^t> $f*U< 
R,4fc*3tt§75/»®fi|feST*§ r^^iCl7!>S4l@©M7;i'=^;i/ 

R ,4 *3 -5 7 5 y s © fi^ST fgii 7 4^ ji/ X ;i' ^ X ji/S © e^s 
R,4i-^tt§75 y*©g^ST*§M7;i/^;i/7.;i/3i^x;i/»© rg^ 

25 ViCtTib'S. 

R,4fc*5frt§7 5 /SoeilST'*^ rft^^tlTViTfe J;Vii£S^7;i/=^^ 
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> 5^ X ;!/ 7}^ ^ T ^ ^ , 

(DB^^TBi^ $ nx T t) <:t i; T * ^ , 

10 Rut-i^tts r^^^i7iM4iSi0{£i^7;i/^;i/;^;i/5jsnji/Sj ibTJi 
R,4f-:fett§ r^i^^2 7iM5M0ra7;i/n^i/*;p#-;i/Sj thx 
R,4tc*3tt^:^;un^^;i/S0em»T^§ r^^^ 1 7!;S4i@©#m7 
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7S./m> 7±^)V7^ym. 7^y7.)Vt^::^)Vm. ;^^)V7.)Vt^:=-)Vm. 
)Vts=:-)V&. vynjJ?+s^;^j;i/zj^~;i/S, t e r t h=^r'>*;i/3i^-;U 

R,5i:bT«, ^jf^b<«7K^M^, /^;i/S, 77lim^> MMW.^. 
15 «p(5^;i/STab§« 

^-s-t)-B-«. Kifim'^<j>-^^ (II) T^^nsST, R.j^r^R^^j/tx^ 

;i/ST*0> Rj. Ro Rio^ R„S:0^'R,5«IIM^TabD> Rj/O^'p^ h^^^v' 

sxtt':^p<5^;i'7 5/»-c*o, R6/{»>'p< h^v-ST^o, r.j/O^^m^i? 

20 SD. R,3J^^'7jcmSTa&t)> RuJ5'^M^M^X^i::ihoSTab§^'&T^§o 
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mm. 7i^}^>mm.. m^m^. "j>rfmi&, ^ji>mm> ^m#mit, ^ 
:^^j^mwL'.-^^^-y^Ams ^)Viy^Amm<D7)vt!V±m^mm; 7y 

u>iL. z^y^u^^y)V7 5.ym.. n, n' -^j^yi^)Vx=^uyp7B. 

^^o^s^wfF^$n§fi#:. f^^ER^j, mmm. 

> iss^^^j, ^®^j> ^itM. ^wj. Jte^^j, m 

20 jV7)Vn-}V<D^5f3i7}V:2-)V. 5}? u x^ ix>iy u ^^)±n-)V 

^pj, mm. mnm. mu ^m\> ^m\. mm. ^-f'tjvm. hn-^m 
, x7y-;p^j, xu^i^;i/^j. mmm. %m. yny':rm^(Dj^m\z^o 
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abifcO-fb-^tl (I) ^Irl-'lOOOmg^^JcSOmg-'SO Omg&S# 

m^it. (I) \zisn^A7!)^-'m^ (in x&^m^izu. m 




(i-i) 

(XS4) 




(VII) (VIII) 
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(V) (^ff", R,„' \t7^mm^r$>y). r,. Rj, r,, r,, r, 

RUR.itmmomKi'ch^) it^m (iv) r,, r^, Rj. r 

l;:TS«!!;il7C-r§j{)^, xmb-^*^ (IV) ^iifkxX, M^S M-5":t 
15 (X@2) 

'fb'&tl (I-l) (^4". Rp R2> R3> Ro R5> R6> Rio' ^ Rip R 
R,3, R,4S:tJ^'Ri5«Ma!©jlDT*§) -fb^^ (V) i^^. R,, 

Rj, R3, R4. R5, ReiRucR,/ iJtaai^aoTab^) (vn 
(^4'. x,«ADy>j[f^T*o. R,p R,2, R,3> Ru^xSRjmmo) 

20 ^ h Ux5^;i/75 >> hfU>^>, N-^5^;pt;i/>j^ij >, n- 

;|/A, h;Wx>, X— xh7t:KD77>, >^:t+it>, i^-fvyo 
tr;i/x-<7^;i/, >?p^ h:^^i/Xi$'>. S^i?x5^;i/l|©W«ll^iR^L<f*^ne. 

25 

^^X'±mit^m (V) tt, I^ATtc^-Tck'Stci^b'&ti (VII) 
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dig 3) 

it^^ (VIII) (^4^, RJtt e r t - v;^7;l/zH-;i/g, ^ 

>i^)v^^i^ti}i'-^:=-)vmm(D7^y^mmi!^r). r,. Rj, Rj. r^ r 

5 5> ReRr^R.o' J3:l9J£0iiOT^§) 'fb'&tl (VII) (Sit, Rp 
Rj. R3, R4. RsR^^'Re^M^e^iiO Tib's) ^^7 xnJ^A^^X7^^ U 
v'H (DP PA) ^s.t;t e r t -7' h^5>7;Pn-;l/X«^>>';i/7;Vn 

it^!^ (V) (^"l^. Rp Rj> R3, R4. Rs^ ReJ^tJ^'Rio' ttttfaiOji 
OTfeS) 'fb'&tl (VIII) i^^. Rp Rj, Rs. R4. Rs^ Re- 

, i^DPjjNjPA; ^>-t?>, h;i'X>. i^i?x5";i/^©wa^JS. 7K^b< 

(VIII) x^j^y-;!/. >^^5^;i/7i^;i/A7 5 h\ x 

20 i^:f+iJ->, xh5bHn77>, @^mx5";u^(D«^ii. tKx 

^Tc. (I) \z^n^Rioif)^7Kmm'f-&.n(Dm'^\t. ±mxm2x* 
25 ^^^nife^k^'^ (i-i) ^rBxmriS!imir^::tiz^oxh'^^'r^ 
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(Xig5) 

it^m (1-2) i^^. R,o' ' iit:^)\^t^^>^mRx:^mm^2T}^5m 
^^mm^i7b^4m<DiSim.7)v^}vmi^hv. r,> r^^ r^. r^ Rj. Rb 

. R,p R,2, R„, R,4S:t)^R,5^*H5*!!i®aOT^'l>) -fb'&i^ (I-l) 

(^4*% Rp Rg^ R4> R5> R6> Rio' ^ ^II> Rl2> R|3> Ri4!5^*^'R 

7-feh>. h;i/x>, xh7k FP7^>^(DWi^^«xttJine)0^^^ 

15 (cj;D-en^'nM^sf TiBx^-eMs-r ^Ji-t^d^ox 

gp-fe, -15^ (I) (c*3tt§R6>&^-oR,e^®«^tc:f*. mxit±t&xm 
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(1-3) (1-4) 



(I@6) 

it^^ (1-4) (^4"^ Rp Rj. Rs^ R4> R5> Rio^ Rir Rir Ri 

3, R,4, R.^RUR jmm<Dmy)Th^) \t. i[:^m (1-3) i^^p. r 

5 p Rj, Rj, R4, R5, R,o, R,p R,2, R,3, R,4S:t;R,5ttSua!O3i0l?a& 

-WL^ (I) (c*3tj-^R„:^^7;W:^3U^MX«Ji^X5j^yS(^:i^, x^ar, 
3J&«-Y-R„0:i'&lCf^, ^tl^n*fJ5£:T§R,3dt7KmSXJ*7^y«T^ 
(1-5) XM'&tl (1-7) ^±IBX5g2{CcfcD^^bfc^, 
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(X^7) 

^b'&ti (1-6) (^4", R„' \t7}vti^j^m. •^T.-^ymrho. r, 

5 , R3, R4, R5, R6> R,o> R,P Ri2^ Ru^ZSRi^\tmm(DmK>-C$) 
-§>) it^<& (1-5) (^IJ, Rp R2> R3, R4, R5, Rj. R,o^ R, 
R,2, RuJtt^R.sttW^OjiDT*^) *^^7K^:^hU'^A. ^^7jc^ 
*U'^A^(D#«ET, xh^th*n7^>, x-t-;i^. h;i'X>, z^yf^^jv 

10 om-^mm^. ^mrjhmtmrrRm-^^^^^^ xm\:^m (1-5) r 

h ^ > tr D 7h X 7 X - h U >it^lilfiJ ^7K5l^t::^- h U -^7 A ^ 
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(XS8) 

jb^ti (1-8) (S;*, Rp Ri> Rs> R4> Rs* R6> Rio> Rip R^ 

5 , R,4, r,5. Ri,RnY\m^(Dm^r^^) \t. it^m (i-?) (^4" 

, Rp Rj, R3. R4, Rs, R6> Rio. Rip Ri2. Ri4. R.sR^'Y^iMJziiO 

m (1-7) §7;i/3-;i/* h >j 7x-;i/^;^7^ hU::^^ 

o 

-Wt^ (I) tC:fetj-^R,43&VND^'>mTTe^$nTViTt)J;Vi^^ii^ 
20 §Ru;&^7 5y*T2&S^b'&tl (1-9) S:±IEX@ 2 J3 J; D 
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(XS9) 

5 it^l^ (I -10) i^^. Ru' ttADy>jI^TSm$nTViT'bJ; 

abO, Rp R2> Rs^ R4> Rs^ Rio> Rip Ri!^ R„RD^'R,5«Mj2B© 
J*, ib^tl (1-9) (iCI', Rp Rj, Rs, R4^ Rs^ Re^ 

R,o, R,p R,j. R,3:sL?>'R,5tiHSKli®®D-r^^) &u^p^^>x;l/4^-;^^:7 
SiPifiT'eSil;:$i±^5&^, xtt'fb'&ti (i-9) 2^i;^i7jc h U 7;i/:top<5^ 

20 ^-r^ztuj^r^^o 
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(I-ll) (1-12) 



(XUl 0) 

it^^ (1-12) c^^*. Ru ' ^mm^27bm5moiSim7)vn:3f' 

)VM'V$>0. Rp R2> R,. Ro Rs^ Re^ Rio^ Rip R 
R,3S:tJ^R,5«Mai0®DT*5) -fb^tl (I-ll) (i?;*, Ri 
> R,. R3. R4, R5. Rg, R,o> R,p R,2> R,3R^^Ri5ttfi^®®OTa5 
^) ^:^^b:t^1^U;V. Hi&^bU>> S:Slb'J>, -t^'yU 

>^-r>A^^> ^PD5i^;i/A. v'i?DPp^iS'>> •rh7tHD7^>, 5^ 
m7JV3^i^tl)Vt^=i)V^(Dm'^^Z\t. it^^ (I-ll) RXSRi,' ' \Z 

n^^'t^'&.WL7}v^)V7)vu-}],^mMm(Dm^^T. wm:x.=^)v^(o^m 

20 d:oT'b^^f 'S^l.hJ&^'Tt^. 
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t^R,f)mm^i7bm4m(D^m7)v^)v^^mx^$>^it^m (i-i 3) 
5 tt'irt^o 




(1-13) (1-14) 



(xei 1) 

it^^ (1-14) (^ff^ Re' ' \mm^i7bm4m(Di&.WL7)v^)V7. 
=-Amx\tmmm 1 7bm4m<Di&m7Jv^)V7.jvt^:=.)vmx$> d . r 

10 Rj, R3, R4. R5, R,o> R,p R,2, R,3. R,4:&^Ri5J^M^<^lt^'^2^ 

tt, -ffc^i^ (1-13) (^4'. Re' \mm^i7bm4m(Dnm7)i^ 

;i/5^:tSTab 0> Rp Rj. Rj. R4> R5^ Rio> Rip Ri2> Ru> Ru^^ 
-^^ (I) t;:*5frt§R53^'^T5ySTS5:i-&{cJi, ^^SJf §R5*^:::^b 

umv$>^^\:^m (1-15) ^±Bxm2iz^r)^^Lrc^. tibi@t 

^fflST § il t J: 0 -^^l- ^ C ^ ^ S o 
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(X^ 1 2 ) 

-fb-B-tl (1-16) (^(f. Rp Rj, R3> Ro Re^ R»o> Rip Rij- 
5 R,3. RuS:tKR,5«M^©)10TS§) tt> -fl^-^tf (1-15) (^C*. R 
p Rj, R3. R4. Rfi. R,o^ Rir Rl2^ Ri3^ RuBi.XSRJtmTl^om^'V;^ 

— ^^5: (i) \z^n^Aifi~^^ (i i i) Tfe^ii'&tciJA, 

15 \z7i!^mm^(Dm'^\zm^'v$>^o 
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(1-17) 



(X@13) 

^b'&tl (1-17) (^4'>- R7> Rg, R9> R,o' ^ Rii^ Ri2> Ri3^ Ri 
4. R,5SLtKXf»Jg©aDT^§) Ji. ffc^tl (IX) R,> Rg, 

5 R,, R,„' RUx^tmm(DmKir^^) Rzsit^m (vn (^4"> r,p 

R,^, R,3, Ru> R,53S:tJ?X,^»a50jlDTafeS) * h U X^'jl/T 5 fcT 

*#&T. i^i^PDp^^>, ij7DD7iNjuA. h;i/x>. x-x;u, xh^t 
10 ^x5^;i/^©W^^ii^U<«e:n^©}i'ir^i«5:Ji^S^jS'4', ?&^T75S 



(III) <DR7?&«-NR,7R,8(DJg^t;:«, R,)5i«7Km«Ta& 




(1-18) (1-19) 
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4) 

it^<^ (1-19) [^^. R/ \t-NR^,R^, (Z.Z.TR„RnRjtm 
jZnO® D-e$.^) T^O, R8> Rg^ Rio' > Rip Ri2^ Ri3^ Ru> Ri5^^ 

x\tmm(Dmr)X'^^] ^t^<^ (i-is) i^^. Rj, r,, r,o' , 

5 R,p R,p R,3. R,4, RiiRXSX}ttm^<Dm^r$>^) Srl-X^Jl/-3- 

(3 - v^5";i/7^/yD tf;i/;^7;i'#v<^ F • (ws c • hc i ) 
, -jz^^a^^i^}V:^)V^P-( 5.}^ (Dcc) . i^7xn;i/4NX*u;i'7':^ 

H (DP PA) . :^)\^^:z)l^P'i (CD I) ^©«ig^?f!|{CT. 'Z- 

^iCJsSDT 1 -h HP:^>/^>y h 'J 7 7-;!/ (HOBt) > tFn^^v-X 
10 i^->>-f 5 H (HOS u) . N- h Kn^^i/- 5 -y;i/J}^;Pt->- 2, 3- 

>^:«j;i'7i?>i?^5 H (HONB) m(D^mm^^r. z^)f^^)v-^}VA7^ 

h\ >?i^DDp^:$'>, /7PD7)k;1/A, 7-lzh-hUJU. xb^kH07^> 

15 RnSLt;R,gJitif^<7)jli9T^'5) S:Th^tH077>, h;l/X>> i?^ □ 

ta^. (I) 0Aj{i^'-^^ (I I I) T^-pT, R.,j()57K^i^^l^ 

R„dt7;i/*U^M^b<(*s!^X*ySX«R,35&«-Y-R,3T*^ 
20 >fb^#l^tt, ^f^Sf ^^b'^'^ ( I - 1 7 ) X« ( I - 1 9 ) <^±IEI5g 1 3 

±iBx@-efflVi^ti5<b^^ (I V) > (VI) , (VI I) Ri; (IX 

25 ±l5I@5X«Xig7 7!»Ml 0 «h|W|<i(;:^aUT>0^e>. ±EX^175S4X 
til 3 S:ff 5 iltlC«koT%>-^5S; ( I ) ©'fb'&«il^'&^r'5:i<J:7&ST^§ 
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z.(D^'?\zLx'^^nrci\:^m (i) -e^o^t^, ^ 

10 M^mmmr^cti!)^xt^o 

'Aizmmm. ^mmRUUfikm^mifx:$imM^M:i^mizmmT^ti^. * 
mmtz.nizm<b^m-^tL^h(Dx\m\^^o 

15 

. Mii^aj 1 

, N. N->?xg^;i/-3-X5";i/-4-t:HP4^5>-5-:ihP^>if>;:^ 



20 1) 2 -X5^;i/7x/-;U (3 0. 0 g) 0>^X5^;i/X— r;i/ (4 0 0 

ml) (4 0 0ml) m-^mm^z. mm^hv^A (20. 
9g) > mmm (8 0ml) Rxs^mmm. (o. 2mi) ^mx. ^^^m 
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ffi^^#|(D2 -X^;i/- 6 -II h07xy-;U (17. 9g, IR^44%) ^ 



SO^NEt^ 




OH 



2) mt^)Vy^))V (4 9. 0ml) O^^? □ D Tjsjl/A ( 3 0 0ml) ^ 
^tC. ^H^r. i^X9-)V7^> (4 1. 0ml) h U X5^;i/T^ > (3 

1. 0ml) om^m^mrhtc. mrmiw:. ^u^smmmwh. Km 
m^^T^ (6 0 0ml) mmm^mmLTco ^mm^i o%^m. 

f §ilt^3J;o^fi^ft5I^tl©i^x5";^x;^7 7^'r;^^J7D^-r F (4i. 7 

g, 1R^6 1 %) 

J^^ViT, ±121) T#e>nfc2 -X^^JL- 6 hD7xy'-;i/ (5. 0 
g) (DXhD^>if> (6. 5ml) mm\Z. ^}^T, ±IHT# e.nfc>^x 
15 ^)l7.)Vy7=t-()V^Uy^]ii5. 1 g) RtJ^*i^b7;i/^X'^A (8. 8 

g) 9 ovuemfumwL. Mi-^^a+Ti 2^r«m^^brc. jkd 

20 ^u-^h^'yy^- (mmmmiwmj^^jv : ^^D-y=i : 1 o~i : 5 
) •vmm'r^:it\z^Dn^mw<Dmmit'^^ (8. 1 5 g, ir^s 0%) 
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mmm2 

SO^NEt, 




COOH 



OMe OMe 



m\z. )X}^T. z^x^)V7^> (lOml) ^jJP^. ^U^m^mWhTco- 




OBn 



1) 3. 5->^i^DD-4-tHD^>-^m#i?xg^;i<' (5 0. Og) 
■ (Di^}^^)lts)VA7^ K (3 0 0ml) Mfc, mmtl U -^A (5 5 . 2 g 

) Rzj^^>>'jw:/DT'f F (50ml) ^M^. 7 ox^nm^mw^tcc m 
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i7DD^m#mx^;i/ (6 8. 9g, Mmm) 




OBn 



2) ±mi) xn^^nrdt'^m (6 s. 9 g) (Dxh^kFP7^> ( 

5 4 0 0ml) RZ^^d^/-J\^ (4 0 0ml) m^^mmiZ. 4N7K^<bU5"C7 

j^7mm (2 0 0ml) ^mx. ^u^m^mwhtco mww:. mm^mx 
m (6 2. 9 g, ^mm) ^mco 




OBn 



3) ±fB2) T^e.nfe^k'&tl (6 2. 9g) (Dz^^UU^^y (4 0 
0ml) itl^lc, ^mr. m.it:t^D'^J)V (28ml) JSiZSP 

(0. 5ml) ^Mx. ^u^n^mwi^fco Emm^mBmmh. 
hJvxyn^mvrcWi. UBnmr^^tiz^r)^nf^mnf^(Dmmit'^^ ( 

15 6 6 . 8 g> ^ntco 

0. 
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COOH 




COOH 




OH OH 

1) 3-i^PD-4-h KP4^e^^m#^ I /27mm (4. oeg 
) omm. (30ml) mm\z. ^if^r. mmmm. ( a m i ) sjp^, ^^4" 

HP^i/-5-:nhDgm#i? (4. 2 7g, a^^ti) ^ 

COOH COOMe 





CI ^ NO, CI 

OH OH 

2) ±fBl) T#Snfca4^iJ (4. 27g) ©^iJ'y-jl/ (50m 
10 ■ 1) mmiZ. e^^5";i/7 5y lfU>^> (2 5 6mg) RXSWSC • HC 1 ( 

4. 5 3g) mw^^^^^wvTco m&mm'^. ^uu-^)\^A\zm 

'.mmx^)V : : 2~1 : 1) TlflKT^ C t J: 

15 (D3-^UU-4-\i\^U^zy-5-:=.hn^B^m?^^)V il. 02g> 
1R¥2 0%) ^ntco 

;OOMe COOH 
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3) ±IB2) Ttf^tlfc'fkl 



(1. 0 2g) 0T->7tHD7^> ( 



2 0ml) ^n^d^ j-}v (20ml) A\^i\^mit^)^^h.-^ 
mm (5ml) ^Mx. m^umwmhfco K)^M\zmM^twx. m'^th 

7 6mg, 11X^9 1 %) 

COOH COCl 





CI' ^ NO, CI y NO, 

OH OH 

4) ±iB3) -^n^tifcit'^m (5 0 Omg) (D h;i/X> (3ml) m 
mz. m\l^-tZL)], (lml) ^in^> 1 0 orTll^JP^M^bfco 

^{k'&tl (5 4 1mg, m^^ifetl) ^%tco 



15 



N, N->fX5^;l'-4-^ h^5/-3->^^5^;V75y 



CISO^ 



- 5 -X h D^V 





20 



AoHN' ^ AoHN 

OMe OHe 

1) o-T-feh7-5^v'H (2 0. 0 g) (Ci^Dnx;!/7}N>m (8 Om 
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^P^-TF (2 9. 8g, M9 3%) &#fc. 



AoHN 




OMe OMe 



2) ±121) -e#e.nfc<b^t/ (2 9. 8 g) ^^iM (2 0 Om 1 ) 

3ic?^T, ^MfiSi? (9. 5ml) tmmm (i 9mi) om^m 

-f hM3 2. 6 g) ^mzo 



SOjCl SOjNEt, 



AoHN 




OMe OMe 



3) ±IB2) -e#e>tlfem^^tl (3 2. 6 g) ©xh7t h'D77> 
(3 5 Ora 1 ) mmz. ^^T> >^X5";i/7^ > (2 5. 7ml) Sr^Tb 

^e/- 5 - r:hP^>if>7.;i/xf;>75 H (2 7. 6 g^ JR¥7 1 %) ^# 

o 
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PCT/JPOl/01429 




OMe Me OMe 



4) ±tB3) T?#e>nfc^b'&tl (3 1 5mg) (D-J :^^}V^}VA7 ^ H 
(4ml) mm\Z. )K<^T> aOit^^JV (8 5 u I) lSi.ZS7mih± h 'J ^ 

A (4 4mg) ^m^. mu^immmwi^Tzo m¥^'^. i o%^x>m7K 
ztiz^Ki^n^^i^os- (N' -7-fe5";i/-N' ->^^;i/7$y) -n 

. N->?X^;l/- 4 -7^ h^v- 5 hP^>ii>'X;i/4^>7^ F (2 7 
10 Img, JR^8 3%) 




Me OMe OMe 



5) ±fB4) Tttenrc^b-^t) (2 7 Img) CDX^S'/-;!/ (5ml ) 

RtK;4< (1. 3ml) m-^mmiz. eNi&m (i. 3m u ^inx. em^ 
1) r^mr^ctiz^on'&m^i^oN, n--:^x5^;i/-4-^ h4^->- 

3-;^^)V7S.y - 5 - Xho^>if>7.;i/*:>7 5 F (1 9 5mg, iK¥ 
20 8 2 %) 
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MeHN 




OMe 



6) ±BB5) T#e>nfc{t;'&tl (18 3mg) <Di^ ;^^)Vt^)l2^7 5. ]^ 

(4ml) mm\z. ^mr. 30it^^)v (54// d RMmiti-h^jo 

A (2 8mg) m^f^S OMmWVTco MW'^. 10%^X>M 

^u-^Y^^V 4- ^Wmm% \ l^mx^jl/ : ^+1t>= 1:3) Ti^l^T 
^^b.XZis.X^n^^^miO^m'C^m (14 8mg, Sr#feo 



10 mjiM6 




OMe OMe 



^Jc<^T> N, N->?X5^;i^-4-^ h^->-3-xhD^>ii>X;i/5fJ> 
15 75 H (1. 9 8g) OWm. (7ml) mmZs 'ft^m'^X^fz.^^^U^^V 
i/'7^)\/Wi (Dibromoisocyanuric acid) (981 
mg) (Dgtm (18ml) jtlS^r^TL^ "MM,^ A^miim^X^t^. 
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mm-t^^t\z^y)mn^mi^(Dmmit^i^ (i. s e g, iixm? 4%) ^ 
5 mmm ? 

5- [N-X5^;i/-N- (2, 2, 2 - h U 7;i':tOX5^;V) X;i/77^ 



-I-;!/] -2. 3 -i?^ h^v-^m^^O'&^iK 




COOMe 



OMe OMe 

1) 2, 3 -i^^ (5. 0 g) ©v^i^DDp^iJ'V (5 0 

10 ml) mm\Z. i^9J-)\^ (5. 6ml) . v^9=-;W7 5 7 t° U 5^ 

> (3. 7 g) BiOTS C • HC 1 (5. 8 g) &][)P^, 

15 §2, 3-i^7^ (5. 3g) ^#fco 




COOMe 



OMe OMe 



2) ±IB1) T#e>nfe^t;-&«^ (5. 3 g) (D^aOjjNjl/A (1 5m 1 
) ^^tc, ^K?^T, i5'PPX;i/*>m (18ml) ^?^Tb. gjatfSBfPBl 
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SOjCl SOjNHEt 




COOMe 



OMe OMe 



3) ±fB2) T^e.tlfc'fb'&tl (2. 5 g) cDxh^k Fn:7^> (3 

0ml) mm\z. 5!K}^T> x^)V7^>mm^ (i. 4g) i^uh^jx^jv 

75 > (2. 4ml) SrjJO^. emmmWUtzo S*^^, E^&ISfClTK 

m^^<D 5 -x^^ji/xji/^T^-r;!/- 2. 3 h=^^>-^mf=m>5^;i^ ( 

1. 4 g, iR^l 7 %) ^#fc. 

Et 




OMe OMe 



4) ±|E3) •vm^tlTcit'^m (5 0 0mg) 0>'^5^;P5j^;i/A7 5 H 
(5ml) mmz. ^H^T. ymiti-h^J^A (99mg) RXSh^)y)V:t 
a ^ ^ > 7.)Vt^>mh 0 y )Vt n JL=^)V (5 7 4mg) ^mX. 6 Ot:Tl 

= 1 : 3) X'mm-t^ct\z^*)m^m'^<&0)5- [n-x5";i/-n- (2 

, 2. 2 - h u 7;i/;tDx5^;u) ;^;i/77^-r;i'] - 2. 3-v'p^h + >'^ 



wo 01/62718 



69 



PCT/JPOl/01429 



mSM/5^;P (4 4 1mg, JR^6 9%) ^#fc. 




OMe OMe 



5) ±15 4) '^'il^i^nrcit'^m (4 a Smg) ©^iS'y-;!/ (5m 1 ) 
RtJ^xh^t: Hd:77> (5ml) ^g^^^^Jd, ^}^T> INTKMit^)"^^ 

A7mm (3. 4ml) ^ijp^, 5 0'CTi. Bmmiimmwhfco mw^ 

(331mg> 1R^94%) 
5- [N-X^^jlz-N- (2 -7;i/:tPX5^;U) r ^ JP] -2, 




OMe OMe 



1) mmommm? 0 3) r'si^nrcit'^^ (4 5 0mg) ©e;^^^;!/ 

7}n;UA75 H (5ml) mm\Z. ^If^T. 7mi\:,i- h^J^A (8 9mg) R 
t)Cl -:/Dt- 2-y)l:tUJL^> (1 6 6 /i 1 ) SrJP;^. 6 0*CTO . 5 
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= 1 : 2) '(:mm-r^ct\z^^m^^'^'^<D5 - [n-x^)v-n- (2 

5 (3 7 Omg, JR$7 1 %) 



Et 




OMe OMe 



2) ±IB1) T#e>nfe^l::'&tl*fflViT> «tai0i[5t«s|7©5) ^1^^ 
10 M7if!l9 

5- [N, N-tfX (2. 2, 2-h^)y)l^:tUJL^)V) Ts)]/^ y )\/ 
] -2. 3 -v'p^ h^'>^m#M(^'&^ 




OMe OMe 



1) M5g®Miif!j7©2) T#6>nfc^t5^tl (2. 8g)©xh7t:H 
15 u-y=7y (,3 ^m\) mWiz. %'^'^. h U 7;P;rn3x^;V75 > (2. 5 

, Mffi^il8ITS;ii:tJ:t)^ltfi?ft5KtK^a^fig«^Tfe§5- [N- (2, 
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mm^'^ji^ (1. 3 g) ^#feo 




OMe OMe 



2) ±fBi) i:'^^nrci[:^!\^^^\^^x. m^(Dmitm7 (D4) tmm. 

5 tcMSt-'5:ii:tJ;0li'fe»5KtlO5 - [N, N-EX (2, 2, 2-hU 

y}Vtn:£.^)V) x;i/7 7^:<;U] -2, 3 h^^v-^m^m^^^;!^ ( 

W6 0%) 




OMe 



^ji^BJ 1 0 

5- [N, N-tfX (2 -7;i/:tDX5^;l/) X;i/7 7 ^r-f ;W] -2, 3- 
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OMe OMe 



1) mmomT^mi .0)2) i:nibnrcit^m (4oomg) ©xh^t 
KP7^> (6 ml) mmz. ^n^r. 2-y)V:tux^}i^7^>mmm. ( 

4 5 Omg) RZ^hVX^)V7B,> ( 5 6 8 m 1 ) ^mX. ^^^^^mW- 
T't^JV] -2, S-v'^ h^zy^B^m^^)^ (2 6 Img, W6 0% 

10 ) ^mco 




OMe OMe 



2) ±fBi) nn^btLTcit'^m^m^^x. mmommmscDi) tmm 

;u) ;^;i/77^<;H -2, 3 h^i^^m#m^5^;i' (iR^9 4%) 
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OMe OMe 



3) ±fB2) T#6n?t^b^#/^fflLiT, mm<Dmmm7<D5) tmm 
\zmmr?>ct\z^r)&'^mii^(Dmmit^^ mm 8 7%) 

5 mmm i i 



HOOC 




OMe OMe 



1) o-r-7.m (5. 2 5g) \z. Mc?&T, ^uux)vts>m (2 5 

^mi^O) 5 - ^ uu 2 - h^zy^B^m (5. 9 6 g. iK^ 

6 9%) ^mco 



SOjCl fOz^^ 



HOOC 




OMe OMe 



15 2) ±Ei) T^t&nfc^b'&ti (1. 0 1 g) ^mmm (i omi) \z 
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mmL. ^mmm (o. smu Rummm (imi) om^m^ 

5 3--hn^m#m (1. 1 6 g, IR^9 7 %) <&#fcc 



HOOC 




OMe OMe 



3) ±IB2) T#e>nfc<b'&tl (1. 1 6 g) ©T- h7b HD77> ( 
4 0ml) ^Igtr. ?X?&T^ i^X5";i/75> (4ml) ^JiTU, 1 

(1. 2 7g, 1R$9 7%) &#fc, 

^jg^J 1 2 

5 ->?x5^;ux;i/7 7^-i';p- 2 h^i^- s -x ho^m#^/5" 

15 )V(D^j7^ 



HOOC 




OMe OMe 



mm<Dmmmi iT#e)nrc'fb'&ti (i e img) o;^^ /-ji^ asm 

1 ) J^l^tc, )K<^T. WS C • HC 1 (11 Img) J^t/i^^^;l/7 ^ / 

u>^> (1 5mg) ^jq^, mw'^. Rjt-m^mEEm 

20 sgL, #e.nrc^s^i/u;^7y;i/;^7^Ai7nT h^^7^- mmmmi^ 
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m (6 6mg. JR^3 9%) ^ntco 
mii^J 1 3 

5 5 ->'X5^;i/7.;i/7 7^-1';W- 2 h^-y- 3 -xhD^m#iEX5^ 



mmom.'Mmi i-^n^ntz^^^m (3 2 smg) (d-j^uu:k^> (1 

Oml) mm\z. >X?^T, mt^^^^))V ( O. 15 mi) Rt)^^vpC^;^3J^ 

^^ViT\ CKD^^H&tlSrX^y-;!/ (20ml) WrVy\i^uy'yy ( 
2 0ml) ^^^j«JC^jS?U. trU-;^> (0. OSml) ^JD^. ^ia4>^ 

: 1) 'T^mm-t^^t\ziiK)n^m^m(D^m\\:'^m (1 9 img, ir^s 

4%) ^fffCo 

20 ^jg^j 1 4 




OMe 



OMe 
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SO,NEt, 



A 



Me^NOC 




OMe OMe 

mmom'i^m 1 1 T#e»nfe^b^tiSrfflViT. mm<Dmmm 1 3 tmm\z 



m^m 1 5 



SO.NEt, 





O.NEt, 



HOOC T NO2 MeHNOC y NO^ 

OMe OMe 

tKj^s-^^^ct\z^r)n^mw(Dmmit^!^ (11x^44%) s#fc. 



mmm 1 e 

15 5 -i^x5^;wx;i/7 7^:-i';i/- 2 h^e^- 3 hD^>X7^ H 



SOjNEtj 



I 



SO^NEtj 



I 



HOOC^''t^^^NO, H,NOC^^r^NO, 



OMe 



OMe 
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MaioMii^^j 1 i-e#e>nyc^b'&«^ (6 3 4mg) oi^^^^ji^-^jVATB. 

H (10ml) mm\Z. ^K?^T, mtryt::!^!^ (2 0 emg) , HOB 
t • HjO (4 4 5mg) , h U X5^;i.7 $ > ( 0 . 5 4ml)J^OTSC- 

Hc 1 (5 7 3mg) ^M^. MWi^m^^WLrzo R^^mizmm 

^nn-^)VJ^ : ^:^y-;P=5 O : 1~2 O : l) r^mT^^ tiz^r)^ 
M'^mWommit'^m (362mg. iR^57%) ^#fc. 



mmm 1 7 

3 -'>7y-N. N-i^x5^;v-4-p< h^i^- 5 -X h o'^>if 



15 HilKti(^Mjif!l 1 6T'f#e>nfejb'&t) (109mg) (Di^^UU^i^> (5 
ml) 6^^P^m. (Me OjCN-S OjN+E t ,) (2 0 6mg) SrJn 

: 1) TMMT-Sil-hJCJzD^feH^^oa^^k:^!^ (9 0mg, mm8 7% 

20 ) 



10 




mmm i s 

3 - :/D^-N-X"5^;l/-N-^ h^$>'-4-^h=t^>'-5-XhD^ 
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OMe 



1) ^ h + '>7 5>lgm4l (0. 7 4 g) (D\d^Ji^> (5ml) mM\Z 
. ^^T. 4-^ h^'>~ 3 -nhD^>-if>x;i/7t^n;i/ ^^a^-f H (2 
5 . 2 3 g) 0xh^t FD7^>^IS^SP^. 3. 5 ^rHlffiJ^bfc:, 

^i^^, Kj^m^m&mmv. mmj^^ji^^M^. mn-kmy^^x-m^vrzc 

>if >7>;i/*c>T5 H (7 6 6mg, iR^3 3%) ^ntzo 

Bt 




OMe OMe 



2) ±iBl) T#e>n;'t{b'&t» (3 7 6mg) 0>^^9^;i/Jh;i/A7 5 H 

(5ml) mm\z. mm-^v^M. (2 3 rmg) RnB-\ix^> (o. 1 
7ml) ^m^. 6 ovmmmmmmwLTc. mw^^^ Kmm\ziNmm 

Jl/zh>7 5H (3 7 3mg, JK^9 0%) ^ntco 



1 
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Et Et 




OMe OMe 



3) ±132) m^bnTcit^m^m^^x. mv^(Dmmm e tmm\z^m 



5 mm^i 1 9 

5 \^<D^m 




OMe 



10 75 H (2 3 3mg) (DzP ^f^'^JV^JVAT ^ ]^ (5ml) mm\Z. ^H^T. 
3-\^^^y (0. 15ml) RWmiti- h U •^7A (7 8mg) ^JP;t> 

15 ;i/=2 : 1) TJistMf s^:ttc:J;DII6lft^i^©^M'fb'&2fe (2 i 9mg, 

1R^8 6%) ^mco 



mmm 2 0 
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F 




OH 



1) 5 -7;i/:^-P- 2 --h07x/-;U (4. lOg)07-feh>( 
5 0ml) mm^Z. mmz^y^^)V Oml) RlS^mtlVOA (5. 4g) 

7;i/:tP- 2 h^^v^- 1 -r:hD^>if> (4. 14g, i\SL¥93%) 

10 




OMe OMe 



2) ±Ei) T#e>n;^c^b^#i^ffiViT, mmommmi i®i) ^iri 

^i^cMSTS ;i i(C J; DH^tfti^i^Offl^^ifetlT^^ 2 - 7;i/^D - 4 - 




OMe OMe 



3) ±fB2) T#e>n/c^k^#i&fflViT, mmommmi 103) tm 
m\zmmr^z.t\z^y)^^mi^(Dmmit^m (iR^i3%) ^mtco 
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10 



15 



^mm 2 1 

SO^NBt, 



SO,NEt, 




Et^NH ^^2^ 




OMe OMe 

m^<Dnmm2 oT#e>nfe<b-&ti (i e 9mg) © h;i/x> (5m i ) 
;ic> i^x5^;i'T^> (1. 9ml) ^m^. 1 0 svx^immn^MW 

t(Cd;0^->?jL-fe®#:©SM'fb'&^ (15 1mg. iR^7 6%) 

mmm 2 2 

N. N-':^X5^;i/-4-p^ h=^^v- 2 -/5^;i/7^ > - 5 -Xho^>-tf 



SO,NEt, 




SO^NEt, 



MeNH, 



MeHN 




OMe OMe 

6%) ?^#)to 



mmm 2 3 

20 N, N->?X5^;i/-4 h=^'>- 2 -s^^5^;V75 >- 5 - 



xha^> 
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OMe 



5 ) ^mtco 



mmm2 4 



Et 



10 




yptf:t-;H^mx9^;i/ (2. 5ml) RXSi^T ^mm:^'^)V (2. Og 
) <DX^y-JP (5ml) ^^(c:. IJS^ (5 6 7mg) RZS^>X^)l^7 ^ > 
(1. 3 6ml) &JP^> SCCTO. 5 BtPsljlDfiMi^L/, St^fS't'T:^ 

1) T*tmT§c:i:tca;DM-fetft^tl®SM'fb'8>tl (l. 9 g) ^ntzo 



mmm 2 5 

2 -75 y - 4 - X5^;l/- 5 -v'X5^;i/7.;V7 7^<;i^5"^7x>- 3 

20 -:^jv-^>mj:.^JVx:7.7'JV(o^m 
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NC 



COOEt 




COOEt 



1) ^g^;UX5^;U^ h> (4 5. Oml) ymmj:-=^)l (5 4 

.0ml) <DJl^ (100ml) mm\Z. mn (1 4 g) RUz^ 

JL^)]^7^> (3 8. 0ml) ^M^. 5 0 "CT 6 ^Fb1JpI^M#U. ^^Z^ 

5^:t7x>- 3 -:^j;W3j^>^x5";uxxT-;i/ (5 6 . 5g) ^#fco 




COOEt 



(CF,CO),0 




10 2) ±tB 1) T#e>nfeffi4^#? (5 0. 2 g) ©i^^ PP^iS'> (3 
0 0 m 1 ) J'Kf&T, tf U >^> ( 2 8 . 0ml) S.t/il7K h U 7;i/?r 

umm (4 3. omi) <&tn;i, ^MffiH^^i^bfc, mw'^. Kj^mzm 

fnfiW7jc (2 0 0ml) ^iP<l. ^UU^)[^AT^BibTzo ^MM^ 1 0% 
+h> : S^i?X5^;W= 2 5 : 1 ~ 2 0 : 1 ) T'^IMU. mmx.^)l-^^D-> 

f)-^ibnu^vrco ^\zmm^ms.mmh. m^nrcmmz^^D-y (200 
ml) ^m^. mi^vfco mi^^mwivfc'^. nzsmm^mEEmmL. mm 

\Z^^V-> (lOOml) ^Jn^, T^y^J-^^Vtco mW^. #6>n^c@ 

20 i^^^^^-^y-v^^r^ >it\z^K)^n^mi^(Dm.^]$.m-v$>^ 4 -x^ 

;P-2- ( h U 7;i/:tDT-fe5^;W75y) 5^:t7x>- 3 -:^;i/>J^>i?X5=- 
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jl/XT.xJV (13. 0 g) 



COOEt 



Et Et 
V/COOEt CISO3H 

3) _hi32) -e#e>nfcm4^#i (eoomg) (D^uut^)vi^ (2 

5ml) mm\Z. ^^T. ^UU7.)V^>m (2. SmO SrllO;!, 

-3-x^;i/-5- (hU7;v^ro7-fe^;V7^7) ^^y aL>-4-t})V 

t^ymx.9-)VX.Xf-)V (7 3 9mg) ^mco 

Et Et 

V/COOEt V^COOBt 

C10,S-f T I Et,NO,S-<fjT 9 



4) ±IB3) 7?#e.n;fc«L4figtl (7 3 9mg) <Dxh^fc:l>*D7^> 

(4ml) mm^z. ymr. i^x^)V7s.> (o. 42ml) ^mx. 

= 10:1-5:1) xmmt^:it\Z^i^n^mi^<D3-X^)V-2-i^ 

4 -;^7;i//i^>iEX5^;i.x7.T-;i/ (3i0mg, Wii%) ^#fcc 



1 
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5) ±iB4) m'onrcit'^^ (3 O Smg) (DX^y-)l (20ml 

) (2. 5ml) m^mm\z. mmti^)^M.^m^. ^u^5v^mm 

^)V=A: 1) TM^f ^Ci:tCj;Ollfi0#©^S'ft;^tl (19 7mg, 
iR^8 3%) <^#fc. 

10 MiiM2 6 

2 - T 5 y - 5 - v-i^ □ y n A° >;^7 - ;i/ - 4 - X5";l/5^;t 7 X > - 

3 -:^j;1/4^>^x5^;1/xxt-;1'0-&^ 




1) ^mommm 5 ©2) x'^^nt^\\:^m (4 4 7mg) o^ji^u 
15 op^^>(30mi) mmz. m\:y)v^:=.^h. (4 1 smg) wi/^ □ 

'funy%)\^it^-)\, ^ny^\i (0. 2mi) $jp^, ^U^m^mWl^ 

20 2 0:1) xmmr^ct\z^^n^m^m(D2-i^i7a:ftiA>ti)v^=^ 
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)V'^>mxf-)VX7.7^)\^ (3 18mg, iR^8 8%) 




2) ±fBi) T#e>tifc{t:-&#i^fflViT, mm<Dmmm2 5(D5) tm 
mmm 2 7 



COOH COCl 




OH 



10 4-t: HPi^^'>- 3. 5->^r:hDS5?m§M (2 0. Og)Oh;i/X>( 
10 0ml) H^^tr, m<t^^=-)V (19. 2ml) rif^ 

A (0. ig) ^M^. 9 0x^-^2 ommmmwhTco mw'^. Kitsm^ 
iiigb. h;^x>T^5fe^tLf^:. ii^<£Mffijg^bfe^, #e.nfc^s^h;p 
x>r^mL. mB^m'r^zLt\z^r)^n^mi^(Dm.^^m (3. 3g) 

15 ^f#fc. 
^7i««J 2 8 
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HO 




a-fc HP=^5/- jS -7xn;i/:/n tr:t>^ (5. oog) o^^J^y-;!/ 
(12 5ml) mmz. p- h;i/x>7«;p^>^-7Kfn#i (i. o o g) 

^itm, mBmm'r^^tiz^Y)^^m^(D^mit^m (4. seg, 

9 0%) ?&#;/^o 

miS^aj 2 9 

<0>=° "°^-^COOMe 

kF7^UP7^h> (4. 9ml) <D:^^y-)V (19ml) mWz. 
-7 8"C■e•:^^U'^A^5^^-h (169mg) ^JPA, -78t:T3BtrBl 
^j^Ufe. ^J^i^, S«fC6N:^M (0. 5 2ml) ^HwX. ^\zmU^ 

mBmmt^ct\z^^m^mv^m(D^^m^ o. 4 4g) ^mc 
&.±. z.nihmmmi7bm2 9-vmmhrcit'^miz'D\,^x. ruf^i^n 

20 M^2^lC^t-. ±$immmRXfmi&7bmm2m:^\Z^l,^X. Me 



wo 01/62718 



PCT/JPOl/01429 




wo 01/62718 PCT/JPOl/01429 

881 





# ± m ^ mm) 
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OH OH OSlMe^t-Bu 



10 sctfcckD^lfeH^ofb^ti (11. 3g, 

2) ±121) T#e)nfcffc;^i^ (6. 0 4g) 0.>^p^5^;i/7js;i/A7^ H 

t 

(12 0ml) ^^{d. ■< 5 ( 4 . 9 8 g ) W t e r t - 

>'^^;P>^U;P ^Uy-(\i (9. 6 9g) ^Jn;l. ^^atf J^^m^bfc. 
cioSjiS^liiTlc^jp^, I^mx5";n?aabfc^. 7K3St?^ISfn:t*i7KTI5fe# 

6) r^^nt^Ct\Z^Kimn^mi^<Di\:^!^ (7. SSg, JR^9 2%) 

xm2) 
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COCl 




1) ±fBx=gi) m^nrdh^m (?. 8 4g) (Di7uut^)vj:^ (i 
5 omi) mm::. ^n^T. ifu>^> (1. 96ml) RxstumomT^ms 

T#&tifcm^^«i^ (8. 4 0g) ^jpA, ^u^m^mwvrco Rj^^mz 

2) ±E1) T#e.nfcm4^«^®i^^5";VjjK;i/A75 H (14 0ml 
V^^^fc, i^m;«7U':7A (14. Og) ^mX. 6 0*CT2. SPtFem^b 

^^D->= 1:6) xm>^t^^t\Z^i)mn^mi$^(Dit'^<^ (9. 3 9 g 
, JR^B 4%) 
15 XiS6) 




ca ci ci 



. 1) ±IBXig2) T#e>nfc'ft:'&tl (3. 0 4g) ©i^^ 5';i'JJ^;i'A7 
5 H (3 0ml) mmiZ. ^mtl^JOA (9 1 2mg) l^ns^it^^'f'JV ( 
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0. 5 2ml) ^mx. 6 ox:-v4mmmw\^rco Kj^^m^zTii^m^. mm 
5 mn^mi^oit-^m (2. 2 6g, ir^7 3%) $#fco 

2) ±E1) Tft&nfc^k^tl (2. 2 4 g) h^h Kp7^> ( 

3 0ml) ^^fc, 7)v:iymmn.r. 7. 5%/^^>'C7A^^ (o. 23 

tl^JOh 2, 6-$^i7DD-4- [N- (3-X5";U- S-i^X^'^WX 



I@7) 




CI CI 



mm(D^mmim^nrcit'^<^ (2 1 7mg) o-r b^t fp:7^> ( 

6ml) RUyK (4ml) mMymti^JOJ^ (4 6mg) *i)P 

20 Mi^'pimmmwbrco Rl!^^m^mBmmv. nmt^:it\z^i)B'& 
7'E)iyT:^(omm<t^m (2 3 4mg. mmm) ^mzo 
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mmms 

2, 6 [N- (3 -X^";!/- 5 --:^X5^;i/ 

5 xm?) 




CI 



m 1 ) (4ml) ^^Mtc, ^^7^^:^- h U (1 2mg) ^Jp 

^Wi^immmi^Lrco Kji^t^^ms.mmv. ni^-r^^tiz^r)a^ 

10 T'E^VyrT.^mm^ll^m (7 4mg, ^#fco 
^iS^f!l4 

U>M 2. 6 ->?^oD- 4- [N- (3 -X5^;i/- 5 ->^x5^;i/x;i/ 
7 2 h4^>'7xx;w :^;WN*^-r;i/] 7x-;i'0-&^ 

15 xni) 




1) M)ioilJI«sjlT#e»n;t{l::'&#i (7 4mg) ©T-h7tFD7^ 
> (5ml) 7jc^'ft;:^NU«i7A (2 Omg) JkXSy^ hy^>z^}V\d 

Dj}>7>7x-h (1 7 img) ^mx. mufpm^mwvTzo !^}i^m\z7i^^ 
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(PTLC) (mmmm;mm:i^^}v : ^^■^>=i d 
•vmmir^ct\z^Kimn^m^^<Dit'^m (7. ssg, iR^6i%) <£ 

2) ±tBl) T^Stlfcfb-^tl (66mg) Oxh^tH07^> (5 
ml) mm\Z. 7;l/Zf>|IHmT» 7. 5%A°7>^C/Alim (7mg) ^JP 

%) &#fc. 

3, 5 -v^i^PD-N- (5 ->'X5^;i/7.;i/7 7^:'f 2. 3-i^^h 
15 ^'>7xx;i/) -4-h HP^>/^>X7 5 H®'^^ 
1^3) 




OMe OMe 

mm(Dm^m2r'^6nrc^±}}^!^ u. 4 4g) ©h;i/x> (3omi 

) hUX5";i/75> (2. 2ml) RUi^y )17 )^ 

20 (3. 3ml) <£i)P^, 2I^^l3!lPll*3itjiiUfc. ^ic?^^, ^ia'l5^>e^;i/T;i/ 
(1. 9 1ml) ^JD^. i^^JPiftjiSSbfco ^c5:^^^^ KJt^miZ7Kt: 
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^D->=i : 4) rmmr^ct\z^v)^n^^^i^(oit'^m u. s s g 
, iK^2 0 %) ^ntco . 
xn4) 



SO,NEt, SO^NBt^ 




OMe 



±fBX@3) T-tfenfcib-^^ (1. 6 7g) (DmmJ^^)V (3 0ml) 

10 %) ^ntco 



COCl 




CI 



1) ±131^4) rn?>nrcit^<^ (l 7 9mg) CDi^^DD^:$'> ( 
1 5 ml) mmiZ. ^KJ^T, tru>?> (0. l SmU &li^MKE®Mji^J3 

15 •vn^nitm.±mm (2 5 7mg) *jp;i> ^f^^m^ikwvfto Kj^m^z 
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5~1 : 2) X'mm't^^t\Z^r)B^mi^<Dit^m (2 S 7mg, JR^8 

2%) ^#/co 

2) ±|E 1) Ttt&nfc^b^^ (284mg) ©xb^th'D7^> ( 
5 3 0ml) mmz. 7)V:i>nmn.T. 1 0%/l7i^':7A^^ (6 2mg) 

rnm^it-t^ZLtiZ^KlB^mi^ommit'^^ (223mg. W93% 
) ^#fc. 

10 

x-;i/) -4-kHD4^5/-5--hD^>X7S t^C-g-^ 
Xig2) 



coco. 




mm(Dmmm5 0xm4) •vn^nrdt-^m (6 e img) o^ua-^jv 
A (10ml) mm\z. mmo:)mmHr%iE>nrcm.^s^^ (54img) 

20 mmx^)v~^^D->xn^^itt^^t\z^^WiM^B^(Dmmih'^i^ 



1 

wo 01/62718 PCT/JPOl/01429 

97 

(986mg, M88%) ^ntco 

mmm? 
xmi) 




OMe OMe 



MM®Mji«»J5T#?,nfe{b'&tl (1 4 Bmg) ®xh^bKD77> ( 
5ml) mmiz. 7)Vzf>mm^T. ?. 5%A''7i^'^A^^ (15mg) 

m^m^m(Dm.^f^m (isemg) ^^#fc, 

XU2) 



COCl 




CI 



15 1) ±fBXigl) lr#e.nfcib^tl (5 4 Omg) ©i^^DD/iS^> ( 
5 0ml) ^IcJ^T, tfUi?> (0. 45ml) RtKMJB©^3i^J 3 

T#?>nfca^^ig#l (6 7 2mg) &5P^. SJsS^tw 
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;i/ : ^^•y->= 1 : 3) rmut^:Lt\,zi:y)M^7'e}vy 7 7.(Dit^m ( 

1 . 0 1 g, IR^9 7 %) ^ntco 

5 2) ±Bi) mi^nrcit'^m (1. o i g) (Z)h;ux> (2 omi) 

TB^S-r§^:iJCj;De6SI#:coSS^b^% (8 12mg, JR2^9 5%) 

10 

mmms 

15 XU7) 




CI CI 



H3KliCD^Jlf(|71r#e>nfc{t:'&tl (151mg) 0xh^hHP7^> ( 
6ml) , ^iS^y-;i/ (2ml) (4ml) ii'&jg^lC, ^^zKlH;?? 

U'i^A (2 9mg) <&JP^, ^S+SBtlfeimi^bi^c, m^^^. ^I^^^MJE 

20 mmiy. ^mt^zLtiz^^w.^T^jvyyy.ommit'^m (2 3 4mg, 
Jix^9 9%) ^nrco 
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mmmQ 

) -3, 5 ->'^PD-4-b Ho + >'^>X7^ HO-^^ig 

xmi) 




OMe OMe 



mm<Dmjkm6T'^6nrci\:^m (i8 4mg) ox-^y-jv (smi) 
mm\z. mitT^x (in =.7^mm (sesmg) ^mx. o. s^^joij 

2mg) 

Xig2) 



COCl 




1) ±tBxsi) -vm^nrcit^mRummommmsn'^^nrcm.^ 



15 ^#f^fflViT> t^m(Dmmm5<oxm2) ©d tiRi^tfcMars^iitcj; 

Oafi@#:<^<k^t/ (11X^7 2%) ^ntco 
2) ±IB1) T^&nfc'fk'&tl^ffiViT, if^(^^JS^?!l5 (DX@2) <D 2 

) t|wi^(c:5n,S-r§e:tJ;:<fcOafeSl#©^^^b'&ti (W8 4%) 
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mmm i o 

X^2) 




USS^^il 1 1 

i^U^A 4- [N- (3 -:/n^:- 5 ->^X5^;i/X;i/7 2 - 

h+->7xn;i/) ;^j;i/A'^-r;i/] - 2 o □ - 6 h p7 H 




CI 
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1 2 



i-h^)^A 4- [N- (3 -^U^- 5 -i^Jl^)U:^)\^y T'E-f Jl^- 2 



Br 



SO^NEt, 



OMe 



NO, 



OH 



CI 



SOjNEtj 




ONa 



mmm i s 

[5- CN-X5^;i/-N- (2, 2, 2-hOyjV:tU 
15 X5^;i/) 7>;i'7 7^:-l';P] - 2. 3 ->^;< h + >'7x-;H -4- fc HD:^ 

X@3) 



Et Et 




OMe OMe 
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XS4) 



ft Et 




OMe OMe 



I=g2) 




tl (iK^9 5%) ^%tz.o 

%%m 1 4 

s-^na-N- [5- [N-x5^;i/-N- (2 -7;i^:rDX5^;w) 

V7'^^)\''\ -2, 3 h4^'>7xx;i/] -4 -k HD^^'>- 5 -X h 
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IS 3) 





MeO' ^ COOH MeO 

OMe OMe 

Et 

I 




MeO 



A. 



N OBn 
H 



MeO 




OMe OMe 

xn2) 



MeO 




MeO 



OMe 
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m (iR^9 0 %) ^ntco 
5 mmm i 5 

3-i7DP-N- [5- [N. N-tiX (2, 2, 2 - h U 7;)/:^ DX5^ 

)V) yf.JUyr'E^ JU] -2. 3 h^e^7xn;i/] - 4-t:KP^'>- 




OMe OMe 

X@4) 




OMe 



i 
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IS 2) 




Cl 



m (iR¥3 8 %) ^%tco 



mmm i e 

3-d7DD-N- [5- [N. N-tfX (2 -7;i/:tPX5^;i/) X;i/77 
10 ^:-r;i'] -2, 3-^?p< h^v'^x::!;!/] -4-hHP + '>-5-nhD^ 

XS3) 




15 fflv^T, MJB©^»j5©i@3) tnm\zmM'r^z.t\z^^^^^^m 
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OMe OMe 



±lBIg3) m^nrci[:^^ ( l 7 9mg) Oimx^;i^ (3ml) ^ 

5 Mjc. ^K?^T. 4Nt[i?-B^mx5^ji/ (3ml) ^M^. ^m^2mmmw 
mmm. m&mmt^^t\z^oM^m^!\^<Dit'&m (1 3 2mg, w 

9 6%) ^ntco 
10 X^2) 




<^ (iR¥8 0%) <&#;^Co 
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mmm i ? 

5 X@l) 



MeOOC 




OMe OMe 



mmomTtmi 2'v%ibnrzit^m(Dx.^ y-ji (i 2mi) , xh^k 

FD77> (6ml) Rt^TK (3ml) ©Ji-^^t^tc. Mtc^ (7 Omg) 
lknmit7>'e:^T (6 2mg) ^JdA> i^^JPiiM^bfCo JPi^MiJitm^ 

nm'^. mi^v. mBmmf ^ c t\z^r}^^m'^^(ou^j^^ (? 2mg 
) ^ntco 

XU2) 



MeOOC 
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(W7 1 %) ^ntc 



o • 



1 8 



OjNEt^ 




SO^NEt^ 




10 



EtOOC f ^NOj EtOOC y NHj 

OMe OMe 

1LU2) 



EtOOC 



SO^NEt^ 



NH, 





SOjNEtj 



EtOOC 



OMe 




15 tl (IR^8 9 %) ^ntc. 



mmm 1 9 
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SOjNEtj 



EtOOC 




SO^NEt^ 



HOOC 




5 (4ml) RU^ ^ (4ml) 



(2 1 5mg) Oxh^kHD7^> 



m (imi) <&jp;i, ^M4'i^^^#bfco mw'^s Rmm^mBmmv. 
i^r^ctiiz^ion^mi^oymmit^^ (i 7 smg. ir^s 7%) ^ntz 



10 



15 



2 0 



SO^NEt, 



MejNOC 




SO^NEt^ 



Me^NOC 



A 



OMe OMe 

) tmm\zmmf^z.t\z^v)n^mi^(Di\:^m (ir^9 6%) 

XiS2) 
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iums 8 %) ^ntco 
mmm 2 1 

xmi) 



MeHNOC 




OMe OMe 



xm2) 
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MeHNOC 




m iwi 6 %) ^ntc. . 
mmm 2 2 

N- (3 -t})vn^^ )V- 5 ->'x5^;vx;i/7 7^:'r;v- 2 h^5/7 




OMe OMe 

X@2) 
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(iR^6 6 %) ?&#fc, 

mmm 2 3 

3-i7DD-N- (3 -$/7/- 5 -i?X5^;i/X;V7 7^-f;p- 2 h 

xmi) 




OMe OMe 
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(i|X^3 9 %) ^mtco 



mmm 2 4 

N- [3-:/D^-5- (N-x^;i/-N-^ h^s^x;i/77^:-r;v) - 

X@l) 



0,S OMe 0,S OMe 




OMe OMe 



wo 01/62718 PCT/JPOl/01429 

114 




5 

^ WJ 2 5 

N - (3-:/P^ - 5 - >fx5^;i/;^;i/7 7^<JU- 2 - ^ h4^5/7x-;i/ 
) - 3- iJ7DD-4-hHP^i/- 5 -^5^;^;^;l/7|^-;^7 5y^>X7$ 

10 Xig2) 




ci 



1) H&ai©iiififd9c)isi) i!n^fitc\t^m'SLXSA-^yv}Vir^ 

2) ±IB1) Tf#6nfe^b^tl (4 0 0mg) ©gf^X^;i' (3ml) 
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mm\z. 4NiiM-i^i^x^;u (6 ml) &Jp;l> ^U^m^^WLTco ^ 

aiLfc^^^&jiiiL/, mmmmiK^ija^. i^mx^^ji/TtttHbfc. ^mm^ 

)\/tiyh!pu^Yifyy^- (MUM : ^^-^y : i^i?x5^;u= 2 : i) 

5 mmt^z.t\z^^m^m^m(D\\:^m ( 1 2 5mg> ir^s e %) ^% 

Xg9) 




1) ±IBX@2) -^mibtltcit^m (14 6mg) ©^□a/jN;i/A (5 
10 ml) mWL\Z. ii^ny. ^^y7.)Vts:=.)Vi;Uy^ Y (0. 0 3ml) , t? 

U>'> (0. 0 5ml) J^r;i^^5^;i/T5y bfUi^> (MiS^*) <&iP^, ^ 

15 (JIMM ; ^^1t> : i^ifX5';i/= 2 : 1) TM^-T^ il <J: J; D il^T 
't)Vy 7 7.<Di\:^m (10 4mg, 1R^6 7%) €:#Jt, 

2) ±|B1) T#e.nfe'fb^#>^fflViT, M3ZB©^J|g«sj5®Iig2) 02 

6 4%) •^ntz, 

20 

H 2 6 

N- (3 - 75 / - 5 - i^X5^;i/;^;l/7 7^:'1';i/- 2 - ^ h:^^i/7xx;i/ 

) -3. 5--J^uu- A-\i\^u^y^yX7^\^(0'^fSL 



wo 01/62718 PCT/JPOl/01429 




1) ttim(omMm5(Dxu2) ©d tmm\zLx%ibnrc4-^>z^ 

5 h^iy-=-hay x.::i)V) ^>X75 H (2 1 Smg) <DX^/-)V (1 2 
ml) . v-hy\i\^uyy> (4ml) JtlX7j< (4ml) B-^mm^z. M- 

.^t>mi-h'j^A (3 2img) ^inx. 2Q^mimmmvrco mmm 

10 Oit^m (9 5mg, iiX¥4 6%) SrttfCo 

2) ±iai) T#e>nfe^b^ti<&fflViT> M32&©^si«ai5©i@2) ©2 



5 --yji^)\^7.)vy T'E-oi^- 2-?^ h^iyyx.:=.)V 



15 mmM2 7 

N- (3 ->^0^:- 
) - 3 -^Dn-4 - 

XU2) 
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CI ci 



1) mm(Dmmm9(Dxm) T#^n/c'fb-&i^&t/4-^>v;i/:t^ 

5>- 3 - t e r t -Zf h^-^tl 5 - ^7 □ P^> V-T 

2) ±iEi) x'n^nrzit'^<^^m^^T. m^(Dm'mM2 5(Di:u2) 
<D2) tmm\zmm'r^::t{z^r)B^m^<Dit'^m mmisx) ^mc 

o 



.0 




1) ±i2xs2) Ti#c>nfc^t;^%^fflViT, mm(D^mmi stmm 
\zmmr^z.t\z^y)B^mi^<Dit'^i^ (jr^4 7%) ^#;/^co 

2) ±131) T#e»nfc'fk'&tl<&fflViT> M36liO^JE^»J5 0Iig2) 0 2 

) tmm\zmmt^^t\z^K)B^<D^mi\:^^ (jr^8 9%) ^ntco 

5 

mmm 2 s 

3- t e r t -:7'h^v';^7;i/zJ^:i;i/- 5 -i^DO-N- (5 --yx.^)V:^ 
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ci 



1) mm(Dmmm5(Dxm4) tn?>nrci\:,^^RzS4-^>z^)v:t=^ 

2) ±iBi) T#e.tifc'fb^%*ffl<^iT, mm<Dmmm^<oj:%2) ® 

3 -:^7;i/4^^5>- s-^'Po-N- (5 - vx5^;i/7>;i/7 7t'i';i/- 2, 




CI ci 



M^(^IIJS«S|2 8T#e>nfc^t;^#f (8 7mg) ^Y^)y)Vtu^m (3 
fCJ;t)^S6^^®^M'fb'&tl (76mg. »98%) ^#fc. 
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mmm 3 0 



3-i^oD-N- (5 ->>x5^;i/x;i/7 7^:-r;i^- 2, 3->^^h^>/7 




CI CI 



mm.(Dmmm2 d-vn^ntdt^i^ (ssmg) (lomi 
) mm\z. mmm (o. 0 5mi) ^m^. m^mmmmLfc^ mmmm^^ 

mmm 3 1 

3, (3 - x^;i/- 5 ->?x5^;px;i/7 7^-r;i'- 2 

xm2) 



COCl 




CI 



wo 01/62718 PCT/JPOl/01429 

120 

2) ±iBi) Tf#e>nfe'ft:-&#/^ffl^iT, mm(Dmmm7 <Dxm2) (d 



3 2 

3, 5-iP^UU-N- (3 -X5^;i/- 5 -i?X5^;i/7.;i'7 7^:-r;i'- 2 




10 

1) ifSBOllJS«3J 3 1©I@2) (Dl) T^ie.nfc'fb'&tl (4 4mg) 
©vi7PD^i§'> (5ml) mm\z. )XitT> m-iJ7 0Pia^B#^ (4 1 
mg) §iP;^. ^iaif 2l^|femi^itfc. EJ^i^^tC^^rtam:^ h U -^7 

A (6 0mg) ^Hn^. HfC^tfi-fO. SBtra^i^Ufc. MW'^. tKStJP^ 

= 2:1) T*3»^-r^;ii{;:J;0^fe?ft^ti®^li^ti (4 4mg, iR#9 7 
%) ^#rc, 

20 2) ±fBi) •vni^ntcit'^m^m^^x. ttm<Dmmm5<Dxn2) o 
2) tmm\zmm-r^ct\z^y)m^B^(Dmmi[:^m (jr^9i%) 
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mmm s 3 




1) mmommms i<Dxm2) ©d m^nrn^t-^m (4 0mg) 

(Dz^^ua^^^y (5ml) mm\Z. ^mT> m-^PPi§^m#^ (7 4 
mg) ^JP;^, 5 O'CTiPM^Ufc, ;K«{C5^:rffi!tit:h h U '^7 

A (6 8mg) ^JnA, 0. bmmmWLfco 7j<^JnA 

= 2:1) 'vmmt^ct\z^y)m^m^<Dit^m (ssmg, t^mss% 
15 2) ±iBi) -t?f#e>nfc{b-&ti§ffiViT, m^o)mmm5(Dxm2) o 

^Mfll 3 4 

20 xr:;i/)-3, 5 -i;^^ no- 4 - k h* □^'>^>XT5 HCD^^dc 
X@2) 
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1) ^^tb-^m-^ntcS-J^y - 4-^>z^)Vt^i^- 5-X5^;i/-N 

5 tmm\zmmr^ct\z^K>%B^mi^(Di\:^!^ (W5 9%) ?&#fc, 

2) ±iEi ) ■rt#e>nfc'fb'&ti oemg) (d^^ y-)v (Smi) 

t;xh7hKD77> (3ml) m^mm\z. iNTi^miti-h^j^^jmrn 
(0. 4 8 5ml) ^nn^, ^M^^smmmwLTco mwm. Kitsm^^mm 

mm 6 3%) ^%rcc 
mmm 3 5 

15 N- [2- (2-':f^-)[^:t^z/) - 3 - X5^;i/- 5 - i^X5^;i/7>;l/7 7 
Xig6) 
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Cl CI CI 



1) m^(Dmmmi(Dxm2) r^n^nrdt'^'^ (isomg) <d>^^ 

^)Vt^JVA7S. H (3ml) mm\Z. mmtl V ^ A (6 Omg) RXSl-y" 

u^-2-^^> (0. 0 3 2ml) ^jp^, 6 ox^Tzmmummwi^rc 

1-§J:i:}Cj;D?LefiBI#:0<b'&#I (1 8 2mg, iKi^84%) 

2) ±131) T^e.tlfe^b'&tl^fflViT, ifKiiO^JI««J7©X=g2) © 
10 2) il^^itClMaf §^:<!:{C<i;0efiT^;i/77X©^li{li'&t; (iR2^3 7 

%) <&#fc. 

%%^\ 3 6 

3. S-v'i'DP-N- [3-X5^;i/-2- (2, 2, 2-hU7;U:tP 

15 xh^v') - 5 ->?x5^;i/7.;i/7 7^-r;U7xx;u] -4-tKD:^iy^> 

Iig6) 




1) ©I@2) T#e>nfc{t:'&ti (ISOmg) (OV:^ 

20 5^JU7iN;WA7 5 H (3ml) mWiZ. mmtlV^A (6 Omg) RtKhU7 
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)V:tD)^^>::^)VTi^>m2. 2, 2 - h u 7>iP:tox5^;i/xxx;i/ ( 1 0 .0 

mg) srjpA, 6 ox:i^2mmix\mmwvrco mwm. Kmrn^zin^un^. 

7.(D^t^m (15 3mg> IR$6 7%) ^#fc, 

2) ±iBi) T#e.nfe<b^tiSrfflViT> mmoMmm 5 <Dxm2) ® 

%) ^#feo 

10 

^ifl^J 3 7 

3, S-v^i'PD-N- (3 -X5";W- 5 ->?X5^;i/- 2 h^v'T.;!/ 

7 7^<;i'7xx;v) -4- (1 h^i/:^7;i/3j^x;i/- 2 -7xx;i/xh 

15 XUS) 




CI 



H&^©^JE«3J lT#e>n;^c{b^tl (142mg) 0xh^t:HD77> ( 
5ml) ^^(C, )!K)^T, a-t:Ko:^^>/-|8-7xx;i':/Pt?:t>^P^5^ 
;i/(54mg) , h U 7xX;i/7iN7.7^ > (82mg) l^ZSi^X^)l7 Vi^ 
20 :^7;l/Jl?:t.-h (0. 0 4 9ml) ^iP^. ^Mt'i^^^j^bfc. ^S^^. ^ 
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;|/77 7.0^M'fb'&i^ (1 1 img, M5 8%) m%tzo 

mmm 3 8 

5 .3, 5 ->>^ DD-N- (3 -X^;W- 5 -v^X^'Jl/- 2 h4^S/7>;P 
7 7^:-r>'l'7x-;i/) -4- ( 1 -;fj;i/Jj^^->- 2 -7x-;UX h^v) ^ 
>X7 5 FO^^ 




S&i!B®^Jfi««J3 8T#e>nfc<b'&t/ (7 9mg) ©^^iS'y-;!/ (2ml) 
hi^mW. (0. 5ml) *iP^. ^ia4'2. 5B#PBmJ^bfCo jti^^. K^^ 

x5=-;i^;i^e)^Jg^-r^^<i:tcl:Dil6^^(D^M^b^tl (6 8mg. iR¥8 
15 8%) S:#;/S:o 

SiS^^y 3 9 

3, 5-i^i7 0D-N- (3 -X5^;U- 5 -v'X^^;!/- 2 h^i/T.;!/ 

7T^:-r;P7xx;w -4 - (2-^ h^>/*;i/3}^x;uxi-^'» ^>X7 

20 SFO-^^ 
Xig8) 
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mit^^ mmi 9 %) ^#fc, 

5 

mmm 4 0 tjm 1 5 0 
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IK ^ 


iHNMR (6) ppm 


MS 


1 


Et 


SOjNEtj 
OMe 


OH 

CI 


176- 
178'C 


DMSO-de 300 MHz 

I. 07 (6H, t, J=7.1Hz) 
, 1.20 (3H, t, J=7.5H:^ 
2.71 (2H, q, J=7.5Hz) 
3.17 (4H, q, J=7.1Hz) 
3.74 (3H, s) 

7.49 (IH, d, J=2.3Hz) 
7.94 (IH, d, J=2.3Hz) 
8.02 (2H, s) 
10.0 (IH, s) 

II. 0 (IH, brs) 




2 




SO^NEtj 
OMe 


OK 

Cl 


162- 
170t: 


DMSO-de 300 MHz 
1 07 (fiTT t ,T=7 ITT^V 

1.19 (3H. t, J=7.5Hz) 
2.69 (2H, q, J=7.5Hz) 
3.16 (4H, q, J=7.1Hz) 
3.74 (3H, sX ■ 
7.36 (IH, d, J=2.3Hz) 
7.69 (2H, s) 

8.06 (IH, d, J=2.3Hz) • 

9.07 (IH, s) 




3 


Et 


SO^NEtj 

N ^ 
1 K 
OMe 


ONa 

Cl 




DMSO-de 300 MHz 

1 07 CfiW f .T— 7 ITT'/') 

1.19 (3H, t; J=7.5Hz) 

2.69 (2H, q, J=7.5Hz) 
3.16 (4H, q, J=7.1Hz) 
3.74 (3H, s) 

7.37 (IH, d, J=2.3Hz). 

7.70 (2H, s) 

8.06 (IH, d, J=2.3Hz) 
9.09 (IH, s) 


• 


4 


Et 


SO^NEt^ 

OMe ^l, 


OPO,H, 

Cl 


142- 
145*0 


DMSO-de 300 MHz 
1.07 (6H, t, J=7.lHz) 
1.20 yoH, t, J=7.5rlz; 
2.72 (2H, q, J=7.5Hz) 
3.17 (4H, q, J=7.1Hz) 
3.75 .(3H,s) 
7.51 (IH, d, J=2.4Hz) 
7.97 (IH, d, J=2.4Hz) 
8.07 (2H,s) 
10.2 (IH, s) 
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^4^ 



iHNMR (6) ppm 



MeO 




208.7- 
210.6t: 



DMSO-de 300 MHz 
1.08 (6H. t. J=7.lHz) 
3.21 (4H, q, J=7.lHz) 
3.83 (3H, s) 
3.92 (3H, s) 
7.19 (IH, d, J=2.2Hz) 

7.80 (IH, d, J=2.2Hz) 
7.96 (2H, s) 

9.81 (IH, s) 



MeO 




186.1- 
187.4t: 



DMSO-de 300 MHz 
1.08 (6H, t, J=6.9Hz) 

3.20 (4H, q, J=6.9Hz) 
3.84 (3H, s) 

3.92 (3H, s) 

7.21 (IH, d, J=2.lHz) 
7.79 (IH, d, J=2.lHz) 
8.35 (IH, d, J=2.lHz) 
8.51 (IH, d, J=2.1Hz) 
10.7 (IH, s) 




181.3- 
183.3'C 



DMSO-de 300 MHz 
1.08 (6H, t, J=7.2Hz) 
2.83 (6H, s) 
3.18(4H, q. J=7.2Hz) 

3.75 (3H, s) 

7.05 (IH, d, J=1.8Hz) 

7.76 (IH, d, J=1.8Hz) 
7.99 (2H, s) 

9.81 (IH, s) 
10.7 (IH, s) 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.1Hz) 
2.80 (6H, s) 
3.17 (4H, q, J=7.1Hz) 
3.78 (3H, s) 
6.94 (IH, d, J=2.2Hz) 
7.64 (2H, s) 
8.00 (IH, d, J=2.2Hz) 
8.87 (IH, s) 



i # x m m imm 
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5 









m NMR ( 6 ) ppm 


MS 


9 


J 


OMe ^ 


Cl 






DMSO-de 300 MHz 
1.08 (6H, t, J=7.1H^ 
3.20 (4H. q, J=7.1Hz) 

3.81 (3H, s) 

7.82 (IH, d, J=2.2Hz) 
8.01 (2H, s) 

8.15 (IH, d, J=2.2Hz) 
10.18 (IH, s) 


M- 
525 


10 


Br 


.1 H 
OMe ^ 


Cl 


^OH 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.lHz) 
3.20 (4H, q, J-7.1Hz) 

3.82 (3H, s) 

7.83 (IH, d, J=2.2Hz) 
8.i7 (IH, d, J=2:2Hz) 
8.35 (IH, d, J=2.2Hz) 
8.53 (IH, d, J=2.3Hz) 
10,36 (IH, s) 


M- 
536 


11 




OMe ^ 


Cl 


"^OK 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.2Hz) 

3.19 (4H, q, J=7.2Hz) 
3.82 (3H, s) 

7.72 (IH, d, J=2.2Hz) 
7.89 (IH, d, J=2.8Hz) 

8.20 (IH, d, J=2.2Hz) 
8.39 (IH, d, J=2.8Hz) 
9.64 (IH, s) 


M- 
534 


12 


Br 


SOjNEt, 

ax 

1 H 
OMe 


Cl 


"^ONa 




DMSO-de 300 MHz 

1.08 (6H, t, J=7.1H2) 
3.20 (4H, q, J=7.1Hz) 
3.82 (3H, s) 
7.73 (IH, d, J=2.lHz) 
7.91 (IH, d, J=2.7Hz) 
8.19 (IH, d, J=2.1Hz) 
8.41 (IH, d, J=2.7Hz) 
9.67 (IH. s) 


M- 

534 



# X. ffl m imm 
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14 


iHNMR (6) ppm 


MS 


13 


Et 

1 

Meo N >r| 

OMe ^-^^^ 

OH 

Cl 




DMSO-de 300 MHz 

1 f\'7 ^QTT f T— C QTTr»^ 
l.U f VorL, t, d— D.aXlZ^ 

3.25 (2H, q. J=7.2Hz) 

3.84 (3H, s) 
3.95 (3H, s) 

4.14 (2H, q, J=9.0Hz) 
7.32 (IH, d, J=2.4Hz) 

7.85 (IH, d, J=1.8Hz) 
8.35 (IH, d, J=2.1Hz) 

^8.51 (IH, d, J=2.4Hz) 
10.10 (IH. s) 


M- 
540 


14 


•f ■ 

OS 

MeO N >r 
OMe 

y OH 

Cl 




DMSO-ds 300 MHz 
1.08 (3H, t, J=7.1Hz) 
3.22 (2H, q, J=7.1Hz) 
3.43 (IH, t, J=5.0Hz) 

C.OA (,111, t, d— O.OJlZ/ 

3.83 (3H, s) 
3.93 (3H, s) 
4.47 (IH, t, J=5.0Hz) 
4.62 (IH, t, J=5.0Hz) 
7.24 (IH, d, J=2.lHz) 
7.81 (IH, d, J=2.1Hz) 
8.35 (IH, d, J=2.1Hz) 
8.51 (IH, d, J=2.2Hz) . 
10.10 (lH,s) . ' 


M+ 
506 


15 


. MeO y N >| 0^ 

OMe 

>r, OH 
cl • .' 




DMSO-de . 300 MHz 

3 85 (3H s) 
3.97 .(3H,s) 
4.10-4.2T(4H,m) 
7.43 (IH, d, J=2.2Hz) 
7.91 (IH, d, J.=2.lHz) . 
8.36 (IH, d, J=2.2Hz) 
8.52 (IH, d, J=2.2Hz) 
10.16 (lH,s) . . 


M- 


16 


MeO N Jl 

OMe S^<jS?^ 

OH 

Cl 




DMSO-de 800 MHz 

3.48 (2H, t, J=5.1Hz) 

3.85 (3H, s) 
3.94 (3H, s) 
4.47 (2H, t, J=5.0Hz) 
4.62 (2H,t. J=5.0Hz) 
7.27 (IH, d, J=2.lHz) 
7.83 (IH, d, J=2.lHz) 
8.35 (IH, d, J=2.1Hz) 
8.51 (IH, d, J=2.lHz) 
10.10 (IE. s) 


M- 

522 
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m7m 









iHNMR (6) ppm 


MS 


17 


0 


S02NEt2 

(il 

1^ N ^ 
1 H 
OMe 


9 

Cl 






DMSO-de 300 MHz 

l.Uo VDxl, T/, cJ— /.AH^ 

3.20 (4H, q, J=7.lHz) 

3.83 (3H,s) 

3.91 (3H, s) 

7.90 (IH, d, J=2.6Hz) 

8.36 (IH, d, J=2.6Hz) 

8.37 (IH, d, J=2.2Hz) 
8.54 (IH, d, J=2.2Hz) 
10.3 (IH, s) . 


M- . 

514 


18 


0 


SO.NEt, • 

i H 
OMe 


9 

Cl 


"^OH 




DMSO-de 300 MHz 
1.09 (6H, t, J=7.1Hz) 

1.35 (3H, t, J=7.1Hz; , 
3.20 (4H, q, J=7.lHz) 
3.83 (3H,s): . 

4.37 (2H, q, J=7.lHz) 
7.88 (lH,d, J=2.2Hz): ' 

8.36 (IH, d, j=2.2Hz) . 
.8.37(lH,d, J=2.2Hz) , 
8.54 (IH, d, J=r2.2Hz) 
10.3 (IH, s) , 


M- 
528 


19 


0 


SOjNEt^ 

0 

N 7 
1 H- 
OMe ; ^ 


Cl 


^OH 




DMSO-de 300 MHz 
1.08 (6H, t, J=7;lHz) 
3.20 (4H, q, J=7.lHz) 
3.84 (3H, s) 
7.88 (IH, d, J=2.2Hz) 
8.34 (IH, d, J=2.2Hz) 
8.37 (IH, d, J=2.2Hz) 
8.54 (IH, d, J=2.2Hz) 
10.3 (IH, s) 


M- 

500 


20 


0 


SO^NEt^ 

. N 
1 H 
OMe 


9 

Cl 


^OH 




DMSO-de 300 MHz 
1.07 (eH, t, J=7.0Hz) 
Z.oo Vorl, 
3.03 (3H, s) 
3.19 (4H, q, J=7.0Hz) 
3.78 (3H. s) 
7.46 (IH, d, J=2.2Hz) 
8.18 (IH, d, J=2.2Hz) 
8.37(lH,d, J=2.2Hz) 
8.53 (IH, d, J=2.2Hz) 
10.2(lH,.s) 


■M- 
527 
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iHNMR (5) ppm 


MS 


21 




0 


iT 


M 

OMe 


CI 


C 




DMSO-de 300MH!5 
1.08 (6H, t, J=7.1Hz) 

2.81 (3H, d, J=4.8Hz) 
3.19 (4H, q, J=7.lHz) 

3.82 (3H, s) 

7.65 (IH. d, J=2.2Hz) 
8.19 (iH, d, J=2.2Hz) 
8.37 (IH, d, J=2.2Hz) 
8.46 (IH, q, J=4.8Hz) . 
8.53 (IH, d, J=2.2Hz) 
10.2 (IH, s) 


M^ 
513 


22. 


0 0 


^ 0 
H 

Me 


? 

CI 


OH 




DMSO-de 300 MHz 
1.09 (6H, t. J=7.2Hz) 
0.19 V4n, q, J-7.2xlz; 
3.85 (3H,s) 
7.71 (IH, d, J=2.2Hz) 
7.76 (IH, brs) 
7.97 (IH, brs) 
8.20 (IH, d, J=2.2Hz) 
8.37 (IH, d, J=2.2Hz) 
8.54 (IH, d, J=2.2Hz) 
10.3 (IH, s) 


M- 

^00 


23 


NC 


c 


iMe 




? 

CI 






DMSO-de 300 MHz 
1.08(6H,t, J=7.lHz) 
3.21 (4H,q, J=7.lHz) 

4.06 (3H, s) 

8.07 (IH, d, J=2.2Hz) 
8.35 (IH, d, J=2.2Hz) 
8.38 (IH, d, J=2.2Hz) 
8.53 (IH, d, J=2.2Hz) 
10.4 (IH, s) 


M- 
481 


24 




( 


] 

y^ 
3M( 


OMe 

N 
H 


if 


CI 






DMSO-de 300 MHz ■ 
1.17 (3H, t, J=7.lHz) 
/.yo Wxi, q, d— /.otlz; 
3.81 (3H,s) 
3.85 (3H, s) 
7.85 (IH. d, J=2.1H2) 
8.20 (IH, d, J=2.1Hz) 
8.36 (IH, d, J=2.lHz) 
8.54 (IH, d, J=2.1Hz) ' 
10.42 (IH, s) 


M- 
638 
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mmm 






. iHNMR (5) ppm 


MS 


25 


SOjNEtj 

OMe " ly^^^ 

CI 




DMSO-de 300 MHz 

1 nft ^ftTT f T— 7 1TT<7^ 
l.UO VDXl, J/f tJ"~#.lXlZ/ 

3.06 (3H, s) 

3.20 (4H, q, J=7.1H2) 

3.83 (3H, s) 

7.81 (IH, d, J=2.2H2) 

7.85 (IH, d, J=2.1H2) 

7.93 (IH, d, J=2.1Hz) 

8.20 (IH, d, J=2.2Hz) 

10.09 (IH, s) 


M- 

(COO 


26 


SO^NEtj 

OH 

Cl 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.2Hz) 
3.13 (4H, q, J=7.2Hz) 
3.66 (3H, s) 
5.49 (2H, brs) 
7.00 (IH, d, J=2.4Hz) 
7.25 (IH, d, J=2.1H2) • 
7.98 (2H, s) 
9.78 (IH, s) 


M+ 
462 


27. 


SO,NEt. 

T 2 • 2 

OMe ^-^J^^ 
Cl 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.2Hz) 
1.36 (on, t, J-7.1xlz; 

3.20 (4H, q, J=7.2Hz) 
3.83 (3H, s) 

4.39 (2H, q, J=7.lHz) 
7.80 (IH, d, J=2.4Hz) 

8.21 (IH, d, J=2.4Hz) 
8.24 (IH, d, J=2.4Hz) 
8.34 (IH, d, J=2.4Hz) 
10.1 (IH, s) 


M- 

562 


28 


SOjNEtj 
OMe . 

1^ OH 
Cl 




DMSO-de 300 MHz 

I. 08 (6H, t, J=7.lHz) 
i.bZ Kifld., sj 

3.19 (4H, q, J=7.1Hz) 

3.84 (3H. s) 
3.92 (3H, s) 

7.20 (IH, d, J=2.lHz) 

7.85 (IH, d, J=2.lHz) 
8.29 (2H, s) 

9.98 (IH, s) 

II. 68 (IH, s) 


M-l- 
543 



t i m m mm 
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1 o: 



iHNMR (d) ppm 



MS 



29 



MeO' 




DMSO-ds 
1.08 (6H, t, 
3.19 (4H, q, 
3.83 (3H, s) 
3.92 (3H, s) 
7.19 (IH, d, 
7.81 (IH, d, 
8.24 (IH, d, 
8.39 (IH, d, 
9.92 (IH, s) 



300 MHz 
J=7.2Hz) 
J=7.2Hz) 



J=2.3Hz) 
J=2.0Hz) 
J=2.0Hz) 
J=2.3Hz) 



M+ 
487 



30 



MeO 




OMe 



DMSO-de 300 MHz 

I. 08 (6H, t, J=7.1Hz) 

3.19 (4H, q, J=7.lHz) 
3.83 (3H,s) ■ 

3.92 (3H, s) 
3.98 (3H; s) 

7.20 (IH, d, j=2.1Hz) 
7.77 (IH, d, J=2.lHz) . 
8.32 (IH, d. J=2,3Hz) 
8.40 (IH, d, J=2.3Hz) 
10.03 (IH, s) 

II. 41 (IH, brs) 



M+ 
501 



SO.NEt^ 



31 




OH 



DMSO-de 300 MHz 
1.07 (6H, t,. J=7.1Hz) 

I. 23 (3H, t, J=7.4Hz) 
2.25 (3H, s) 

3.00 (2H, (ii J=7.4Hz) 
3.20(4H,q,J=7.1Hz) 
7.56 (IH, d, J=2.0Hz) 

8.01 (2H,s) . 

8.03 (IH, d,.J=2.0Hz) 
10.09 (IH, s) 

II. 05 (IH, brs) 



M- 
489 



?0,NEt, 



32 




DMSO-de 300 MHz 
1.09 (6H. t, J=7;lHz) 

I. 22 (3H, t, J=7.5Hz) 
2.81 (2H, m) 

3.14 (3H,s) 

3.22 (4H. q, J=7.1Hz) 

7.47 (IH, d, J=1.8Hz) 

7.89 (2H, s) 

8.80 (IH, d, J=1.8Hz) .. 

II. 20 (IH, brs) 
12.11 (IH, s) 



M- 
505 



± m m imm 
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ITT TsnV/TR f ^ 'nnm 

*xi iNiYiXv \ u J ppm 


'i\/r.<? 










DiVioU ue oUU MJlZ 






fl fl 






1.09 (6H, t, J=7.1H2) 


521 








1.26 (3H, t, J=7.2Hz) 
3.12 (2H, q, J=7.2Hz) 
3.24(4H,q, J=7.1Hz) 




33 








3.45 (3H, s) . 




Et N 1 
1 H ' 
SOjMe ' 


1 1 
1^ OH 




7.68 (IH, d, J=2.0Hz) 

7.91(2H, s) 

8.44 (IH, d, J=2.0Hz) 








CI 




10.86 (lH,s) 










11.13 (IH, brs) 






SO^NEt, 






DMS0-d6 300 MHz 


M+ 




1 2 2 






1.07 (6H, t, J=7.lHz) 
1.18 (3H, t, J=7.5Hz) 


551 










2^72 (2H, q, J=7.5Hz) 






Et'^^^r^N^^i 




3.18 (4H, q, J=7.lHz) 




• 34 


1 H 






4.91 (2H. s) 






OH, 




7.24-7.44 (5H, m) 










7.51 (IH, d, J=2.3Hz) 








CI 




7.94 (2H, s) 

8.00 (IH, d, J=2.3Hz) 

9.94 (IH, s) 












DMoU de oUU Mxlz 


TV J i' 










1.06 (6H, t, J=7.1Hz) , 


513 




cr\ Ml? 4- 

SOjNEtj 






1.19 (3H; t, J=7.5Hz) 

1.70 (3R s) 

2.74 (2H, q, J=7.5Hz) 




35 




T Un 




3.18 (4H, q, J=7.lHz) 




J!i U T W 

1 H 
^^^^^^ 




4.61 (2H, d, J=2.4Hz) 
7.49 (IH, d, J=2,3Hz) 
8 01 (IH d J=2 3Hz) 








CI 




8 03 (2H, s) 










9.96 (IH, s) 












DMSO-de 300 MHz 


M+ 




SO^NEt^ 






1.07 (6H, t, J=7.1H2) 


543 










l.Zi Voxl, t, d— /.OXlZ^ 

2.76 (2H, q, J=7.4Hz) 
3.18(4H,q, J=7.1Hz) 




36 








4.58 (2H, q, J=9.0Hz) 




Et'^'^^r^N^'^ 

1 H 
F Cx^^O 


a" 




7.55 (IH, d, J=2.3Hz) 










7.87 (IH, d. J=2.3Hz) 








OH 




8.02 (2H, s) 








Cl 




10.06 (IH, s) 










11.01 (IH, brs) 





# X -ffl IS (M26) 



wo 01/62718 PCT/JPOl/01429 
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iHNMR (6) ppm 


MS 


37 


S0,NEt3 

Et >p N II 1 
OMe 

. 0 COOMe 

CI 




CDCls 300 MHz 
1.19 (6H. t, J=7.1Hz) 
1.28 (3H. t, J=7.6Hz) 
2.75 (2H, q, J=7.6Hz) 

O.ol vftxl, q, d— /.JLllZy 

3.43 (2H, d, J=6.8Hz) 

3.67 (3H, s) 

3.86 (3H, s) 

5.11 (IH, t, J=6.8Hz) 

7.28 (5H, m) 

7.53 (IH, d, J=2.3Hz) 

7.79 (2H, s) 

8.34 (IH, s) 

8,6S(1H. d,.j=2.3Hz) 


M+ 
637 


38 


SOjNEtj . 

Et N p 
OMe * 

^Y^ 0 COOH, 
CI 




DMSO-de 300 MHz 
1.06 (6H, t, J=7.1Hz) 
1.19 (3H, t, J=7.5Hz) . 
2.71 (2H, q, J=7.5Hz) ' 

Q 17 (AVC n T— 7 iTTw^ 
O.i/ Vftll, q, 0 — i.XXXZ/ 

3:29 (2H,m) . 

3.74 (3H, s) 

5.15 (IH, t, J=6.7Hz) 

7.29 (5H, m) 

7.50 (IH, d, J=2.3Hz) 

7.94 (IH, d, J=2.3Hz) 

8.05 (2H.8) . 

10.19 (IH, s) 

13.20 (IH, brs) 


M- 
621 


39 


SO.NEt^ • . ' ' 

Et . N >|j 

OMe ■ .^^^^^^^^-^^s^COOMe 
CI 




CDCI3 300 MHz 

1.19 (6H, t, J=7.2Hz) 

1,29 (3H, t, J=7.6Hz) 

Z.io \Zti, q, 0—1. briz) . 

2.91 (2H, t,.J=6.3Hz) 

3.31 (4H, q, J=7.2Hz) 

3.75 (3H,s). 

3.86 (3H; s) 

4.43 (2H, t, J=6.3Hz) 

7.53 (IH, d, J=2.4Hz) 

7.81 (2H, s) 

8.35 (IH, s) 

8.68 (IH. d, J=2.4Hz) 


M+ 
561 


40 


3 jfl I 

Me OMe ^y^f^ 

OK. 

Cl 




DMSO-de 300 MHz 

1.79 (3H, s) 

3.14 (3H,s) 

3.20 (4H, q, J=7.lHz) 

3.77 (3H, s) 

7.55 (IH, brs) 

7.90 (IH, d. J=2.6Hz) 

8.19 (IH, brs) 

8.39 (IH, d, J=2.6Hz) 

9.60 (IH. brs) . 


M- 

(FREE) 



# x. ffl 



wo 01/62718 



137 



PCT/JPOl/01429 



^13 









*ji iNivixv \0 ) ppm 


TV/TQ 
iVlo 












DMS0-d6 300 MHz 


M- 






SO^NEt^ 






X,\)u \OXl, t, d— I.IXIZ/ 


516 












i. /y KorXf Sj 


(FREE) 


41 




Ax 






3.14 (3H,s) 

3.19 (4H, q, J=7.lHz) 

3.77 (3H,s) 




1 H 






/.OU MXl, DlS^ 






Me OMe 


y'^ OK 




i,K)\y K^rij s) 












o.^o vxn, Drsy 










Cl 




y.iii Uii, brs^ 








T 2 2 

1 A 1 






DMSO-de 300 MHz 


M- 










1 08 ffiTT f J=7 STTy) 

9 GA (fiH Ci) 

3 1 7 (4H n J=7 1 Hz) 
3 77 (3H s) 




AO 


Me N 

• 2 


OMe 


















(.00 \XXJ.j Ut~^. i x^iif 








J OK 




7 89 (IH d J=2 iHz) 










Cl 




8 34 (IH d J=2 7Hz) 












9 2fi (iH* 














DMSO-de 3.00 MHz 


M- 






SOjNEt^ 






1 08( 6H t J=7 IHz) 

X*V/v\ VXX| C/ 1 aXXX^v 














3 19 (4H 0 J=7 1H7) 

ti)>XC/ \*xXXj U^^f cXXXZi/ 




















^ A, 






3.90 (3H, s) 






MeO 


N 

1 H 










1 T 




7 8fi f 1 H d J=2 fiHy) 








OMe ^ 


y^"^ OK 




7 90 (if d J=9 9H7) 












8 3*^ (1H n j=:9 fiHyV 

0*0«J \XXX, cI'~'^.UXXa/ 










Cl 




9.30 (IH, s) 














DMSO-de 300 MHz 


M+ 






SO^NEt^ 






1.07 (6H, t, J=7.lHz) ■ 


515 










l.Zb ^oll, t, d— /.UJtlz/ 
2.85 (6H, s) 












3.20 (4H, q, J=7.1Hz) 




44 










4.01 (2H, q, J=7.0Hz) 




Me^N 


1 N > 
1 H 
OEt 






7.08 (IH, s) 








OH 




7.75 (IH, d, J=2.lHz) 
8.37 (IH, d, J=2.lHz) 










Cl 




8.53 (IH, d, J=2.4Hz) 












10.06 (IH, s) 





I # X. ffl li^ («26) 



wo 01/62718 PCT/JPOl/01429 
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Si 


iHNMR (a) ppm 


MS 




SOjNEtj 

<^ n 






DMSO-de 300 MHz 


M- 








1.10 (6H, t, J=7.1Hz) 
2.82 (3H. s) 


503 




jT 1 X 






3.20 (4H, q, J=7.1Hz) 




45 




1 1 




7.30 (IH, d, J=2.2Hz) 
7.61 (IH, d, J=2.2Hz) 






Y^OH 
Cl 




8.38 (IH, d, J=2.2Hz) 
8.55 (IH, d, J=2.2Hz) 
10.4 (IH, s) 






SOjNEtj 

^^^^^ n 






DMSO-de 300 MHz 


M- 








1.07 (6H, t, J=7.1Hz) 
2.78 (12H. s) 


512 




1 1 1 M 






3.17(4H,q, J=7.1Hz) 




frt) 


NMe^ ■ ' 






7.34 (IH, brs) 








7.52 (IH, brs) 










8.40 (IH, d, J=2.2Hz) 










8.54 (IH, d, J=2.2Hz) 








Cl 




10.1 (IH, brs) 












DMSO-de 300 MHz 


M+ 










0.42 (2H, m) 


527 










0.78 (2H, m) 












1.08 (6H, t, J=7.0Hz) 






1 1 H 










47 






9 Q9 ^'QTT 

o.d4 voxl, 






Me OMe 






7.41 vlil, a, o—z.ltiz) 










7.77 (IH, d, J=2.mz) 








Cl 




o.oo \ixiy a, cj— /.4JnLz>i 

Q ttXX J T O 1XT«\ 

o.oU Klti, a, J— iC.lxiz^ 
1 n nn ^i tt 

lU.UU \ltl, 8/ 












DMSO-de 300 MHz 


M+ 










0.09 (2H, m) 


541 










0.42 (2H, m) 






SOjNEtj 






0.92 (IH, m) 










1.06 (6H,t, J=7.1Hz) 
2.89 (3H, s) 












3.07 (3H, d, J=6.6Hz) 




48 


Me OMe 




3.18 (4H, q, J=7.0Hz) 










3.75 (3H, s) 

7.12 (IH, d, J=2.1Hz) 








Cl 




7.76 (IH, d, J=1.8Hz) 










8.34 (IH, d, J=2.1Hz) 
8.51 (IH, d, J=2.1Hz) 
10.00 (IH, s) 





X. ^ m wim) 



wo 01/62718 PCT/JPOl/01429 
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^1 5^ 



mm 






m NMR ( 6 ) ppm 


MS 


.. 


FHjC 


Y 

Me 


T 2 2 

1^ N 
1 H 
OMe 


CI 


OH 




DMSO-de 300 MHz 
1.07 (6H,t, J=7.lHz) 
2.89 (3H, s) 
3.18 (4H, q, J=7.1Hz) 

3.49 (IH, m) 

3.53 (2H, dt, J=27.7, 4.7Hz) 
3.72 (3H, s) 

4.60 (2H, dt, J=47.7, 4.7Hz) 
7.13 (IH, d, J=2.2Hz) 
7.77 (IH, d, J=2.1Hz) 
8.32 (IH, d, J=2.3Hz) 

8.50 (IH, d, J=2.2Hz) 
10.01 (IH, s) 


M- 
531 


50 


0 




SOjNEtj 

0 

Y N ^ 
1 H 
OMe 


ci 


^NO^ 
^OH 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.1Hz) 
1.57 (2H,m)' • 
i;70(4H, m) 
3.03 (4H, m) . 
3.17 (4H, q, J=7.1Hz) 
3.85 (3H,s) 
7.11 (IH, d, J=2.2Hz) 
7.82 (IH, d, J=2.lHz) 
8.35 (IH, d, J=2.2Hz) 
8.50 (IH, d, J=2.2Hz) 
10.01 (lH,s) 


M-»- 
541 


51 


c 


jT 


SO^NEt^ 

q 

OMe 


Cl 


x-NO^ 
^OH 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.1Hz) 
1.93 (4H, m) 
3.17 (4Hj q, J=7.1Hz) 
3.33 (4H, m) 
3.60 (3H,s) 
6.86 (IH, s) - 

7.52 (lH,s) 

8.38 (IH, d, J=2.4Hz) , 

8.53 (IH, d, J=2.lH2i) . 
10.08 (lH, .s) 


M-i- 
627 


52 




Y 

Me 


SOjNEtj 

1^ N 
1 H 
OMe 


ci 


^NOj 
OH 




DMSO-de 300 MHz 
0.85 (3H, t, J=7.3Hz) 
1.07 (6H, t, J=7.0Hz) 
1.52 (2H, qt, J=7.3, 7.7H2) 

9 ft! ^QW 

3.12 (2H, t, J=7.7Hz) 

3.18 (4H, q, J=7.0Hz) 
3.74 (3H, s) 

7.05 (IH, d, J=2.2Hz) 
7.79 (IH, d, J=2.2Hz) 

8.19 (IH, d, J=2.2Hz) 
8.46 (IH, d, J=2.2Hz) 
9.78 (IH, s) 


M- 

527 



wo 01/62718 PCT/JPOl/01429 

.140 



^16 









iHNMR (5) ppm 


MS 


.53 


SO.NEtj 

Et-s. .JL -A^'^/::^^NO, 
•1 1 ■ H 

Me OMe V.^?^^ 

OH 

Cl 




DMSO-de 300 MHz 
1.06 (9H, m) ■ 
2.80 (3H, s) 
3.21 (6H, m) 

3.75 (3H, s) 

7.08 (IH, d, J=2.lHz) 

7.76 (IH, d, J=2.4Hz) 
8.36 (IH, d, J=2.lHz) 
8.52 (IH, d, J=2.lHz) 
10.03 (IH, s) 


M+ 
515 


. 54 


Bt,N •. Y N 

OMe '^<i?^ 

OH 

Cl 




DMSO-de 300 MHz 
1.03(l2H,m) 
3.19 (8H, m) 
3.78 (3H,s) 
7.05 (IH, d, J=2.2Hz) 
7.89 (IH, d, J=2.2Hz) 
7.95 (IH, d, J=2.6Hz) 
8.38 (IH, d, J=2.6H2!) 
9.34 (IH, s) 


1VX~ 

529 


55 


so NPt • 

MeSO,HN N 
1 H 

OH 

' Cl 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.0Hz) 
3.12 (3H, s) 
3.18 (4H, q, J=^.OHz) 
3.78 (3H, s) 
7.65 (IH, d, J=2.1Hz) 
7.89 (IH, d, J=2.4Hz) 
8.38 (IH, d, J=2.1Hz) . 
8.55(lH,d, J=2.4H«). 
9.64 (IH, s) 
10.34 (lH,s) ■ 


M-i- 
551 


56 


SO^NEtj 
Me OMe ^<£^ 

OH 

Cl 




CDCls 300 MHz 

1.20 (6H, t. J=7.1Hz) 

1.56 (9H, s) 

3.21 (3H, s) 

3.32 (4H, q, J=7.1Hz) 
3.96 (3H,s) . 

7.50 (IH, brs) 

8.26 (IH, d, J=2.2Hzi) 

8.51 (IH, brs) 

8.57 (IH, d, J=2.2Hz) 
8.77 (IH, d. J=2.2Hz) 


M- 
585 



wo 01/62718 PCT/JPOl/01429 
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^1 7^ 



mmm 






iHNMR (6) ppm 


MS 


57 


i 

MeHN 


SO^NEtj 
OMe 


CI 




DMS0-d6 300 MHz . 
1.07 (6H, t, J=6.9Hz; 
2.77 (3H, s) 
3,.17(4H,q, J=7.lHz) 
3.66 (3H, s) 
6;67 (IH, d, J=2.4Hz) 
7.28 (IH, d, J=2.lHz) ■ 
8.37 (IH, d, J=2.lHz) 
8.53 (IH, d, J=2.4Hz) 
.10.08 (lH, s) 


M- 

485 


58 


X 

Me^N 


SO^NEt^ ' 

b. 

T N ^ 
OMe 


y QH 

CI 




DMSO-de 300 MHz 
1.08 yoti, t, J=7.1iiz; 
2.84 (6H, s) . 
3.18 (4H, q, J=7.lHz) 
3.75 (3H, s) 
7.08 (IH, d, J=2.lHz) 
7.75 (IH, d, J=1.8Hz) 
8.37 (lH,d, J=2.lHz) 
8.52 (IH, d, J=2.4Hz) 
10.06 (IH. s) 


M+ 
501 


59 


EtHN 


sbjNEt^ 

0 

^^^^ x-V 
y N ^ 

1 H 
OMe 


OC 

' OH-, 
ci 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.lHz) 
1.18 (3H, t, J=7.2Hz) 
3.16 (4H, q, J=7.1Hz) 
3.34 (2H, in) 
3.66 (3H, s) 
5.63 (IH, brs) 
6.70 (IH, d, J=2.lHz) 
7.30 (IH, d, J=2.1Hz) 
8.12 (IH, d, J=2.7Hz) 
,8.44 (IH, d, J=2.lHz) . 
9.70 (lH,s) 


M- 
499 


60 


■ X- 

MeO n" 
H 


SOjjWEt^ 

1 H 
OMe 


. OH 

Cl 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.1Hz) 
3.17 (4H, q, J=7.2Hz) 
3.72 (3H, s) 
3.72 (3H, s) 
7.79 (IH, d, J=2.3Hz) 
8.l4(lH,d, J=2.2Hz) ■ 
8.37 (IH, d, J=2.2Hz) 
8.54 (IH, d, J=2.3Hz) 
9.37 (IH, s) 
10.30 (IH, s) 


M- 
529 



wo 01/62718 PCT/JPOl/01429 
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^1 8S 









iHNMR ((5) ppm 


MS 


61 


SO.NEt, 

CI 




i^ivxkjv^ KX.O ijyjyj ivjuLx/j 

1.10 (6H, t, J=7.lHz) 
3.23 (4H, q, J=7.lHz) 
3.88 (3H, s) 
8.16 (IH, d, J=2.3Hz) 
8.37 (IH, d, J=2.3Hz) 
8.39 (IH, d, J=2.3Hz) 
8.55 (IH, d, J=2.2Hz) ' 
10.55 (lH,s) 


M- 
ivx 

502 


62 


H' 1 H 
OMe 

OH 

CI 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.1Hz) 
2.17 (3H, s) 
3.17 (4H, q, J=7.1Hz) 
3.74 (3H,s) 
7.77 (iH, d, J=2.3Hz) 

8.37 (IH, s) 

8.38 (IH, s) 

8.53 (IH, d, J=2.2Hz) 
9.67 (IH, s) 
10.28 (IH, s) 


M-H 
515 


63 


■ r 

o,s >^ » . 

CI 




DMSO-de 300 MHz 
1.08 (3H, t, J=7.0Hz) 
2.83 (6H, s) 
3.24 (2H, q, J=7.0Hz) 
3.77 (3H, s) 
4.10 (2H, q, J=9.3Hz) 
7.05 (IH, d, J=2.2Hz) 
7.88 (IH, d, J=2.2Hz) 
7.92 (IH, d, J=2.2Hz) 
8.36 (IH, d, J=2.2Hz) 
9.32 (lH,s) 


M-- 
553 

(FREE) 


64 


Br N 7i 

OMe "x.^^^ 

OK 

Cl 




DMSO-de 300 MHz 
1.08 (3H, t, J=7.1Hz) 
3.26 (2H, q, J=7.5Hz) 
3.82 (3H, s) 
4.15 (2H, q, J=9.3Hz) 
7.91 (2H, m) 
8.24 (IH, d, J=2.4Hz) 
8.40 (IH, d, J=2.4Hz) 
9.69 (IH, s) 


M- 
590 

(FREE) 



# X. ffl •(0JIJ26) 



wo 01/62718 PCT/JPOl/01429 
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^1 9g 







Slii J? 

Km 


iH NMR ( 0 ; ppm 


"A /ret 

MS 










DMSO-de 300 MHz 


M-i- 




SOjNEtj 






1.09 (6H, t, J=7.1Hz) 
2.92 (3H, s) 
3.15(4H,q, J=7.1Hz) 
3.30-3.38 (2H, m) 


499 


65 








4.28-4.36 (2H, m) 








6.83 (IH, d, J=2.lHz) 






L 




7.39 (IH, d, J=2.lHz) 






^OH 




8.36 (IH, d, J=2.2Hz) 












8.51 (IH, d, J=2.2Hz) 
9.88 (IH, s) 












DMSO-de 300 MHz 


M- 




SO.NBt. 






i.uy voJti, t, d— /.zxizy , , 


511 




T 2 2 

Me A JL X 






O.OO VOXl, 
4. / O V/Xl, S/ 


66 




MO 














i.OJ. VlXl, U, d— Z.lxlZ/ 


















O.OO V,in, Cl, o~~£i.LCl2i) 






CI 






lU.Zo Vixl, 












DMSO-de 300 MHz 


M+ 










1.08 (3H, t, J=7.1Hz) 


560 










2.85 (6H, s) 










3 25 (2H a J=7 iHz) 












Q ftn (3H s) 






r| ^ o OH 




4.11 (2H, q, J=9.3H«) 




67 




7.10 (IH, d, J=2.2Hz) 




Me,N N >| ^ 
1 H 






8 07 (IH s) 










8 19 (IH d J=2 2H2) 






OMe 


OH 




10 9 (IH brs) 

XV/cV \XXX| wxo/ 

11.0 (lH,brs) 






CI 






12 4 (IH bra) 

Xm**x \XXXy uxo/ 












DMSO-de 300 MHz 


M- 




SO,NEt, 






1.05 (9H, m) 
1.80 (2H, m) 
3.19 (4H, q, J=7.1Hz) 


514 










3.87 (3H, s) 




68 


OMe IL 






4.08 (2H, t, J=6.2Hz) 










7.19 (IH, d, J=2.4Hz) 
7.78 (IH, d. J=2.1Hz) 






CI 




8.33 (IH, d, J=2.1Hz) 












8.50 (IH, d, J=2.4Hz) 












10.03 (IH, s) 





wo 01/62718 PCT/JPOl/01429 
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iHNMR (5) ppm 


. MS 


69 


a 


SO^NEt, 

Ax 

1 H- 
OMe. 


Cl 


OH 




DMSO-de 300 MHz 
1.07 (6H, t. J=7.lHz) 
1.56-2.03 (8H, m) 
3.18(4H.q, J=7.1Hz) 
3.84 (3H, s) 
4.94-5.03 (IH, m) 
7.17 (IH, d, J=2.lHz) 
7.77 (IH, d, J=2.0Hz) 
8.34 (IH, d, J=2.2Hz) 
8.49 (IH, d, J=2.2Hz) 
10.03 (IH, s) 


M- 
541 


.70 


c 


^^^^ J\ 
H 

)Me 


Cl 


OH 




DMSO-de 300 MHz 
l.vo Kbii, t, J— 7.xilz; 
3.20 (4H, q, J=7.1Hz) 

3.87 (3H, s) 

5.00 (2H, q, J=8.8Hz) 
7.38 (IH, d, J=2.0Hz) 

7.88 (IH, d, J=2.0Hz) 
8.35 (IH, d, J=2.2Hz) 
8.51 (IH, d, J=2.3Hz) 
10.13 (lH,. s) 


M+ 
556 


• 71 


EtO . 


V 

. OMe 


NEt^ 

0 


Cl 


. OH 




DMSO-de 300 MHz 
1.07(6H,t; J=7.1Hz) 
1.39 (3H, t, J=7.0Hz) 
3.19 (4H, q, J=7.1Hz) 
3.86 (3H,s) 

4.18 (2H, q, J=7.'0Hz) 

7.19 (IH, d, J,=2.lHz) 
7.78 (IH, d, J=2.1Hz) . 
8.34(1H, d, J=2.lHz) 
8.50 (IH, d, J=2.1Hz) 
10.0 (IH, s) 


M- 

500 


72 


MeO 


J!' 

V 

0M€ 


NEtj 

0 


Cl 


c 




DMSO-de 300MHz 
. 1.08 (6H, t, J=7.lHz) 
3.19 '(4H, q, J=7.1Hz) 
3.83 (3H, s) 
3.92 (3H, s) 
7.20 (IH, d, J=2.1Hz) 
7.79 (IH, d, J=2.lHz) 
8.14 (IH, s) 
8.29 (IH, d, J=2.0Hz) 
10.03 (IH, s) 
11.38 (IH, brs) 


M+ 
511 



I mm mwm) 



wo 01/62718 PCT/JPOl/01429 

145. 



m2 im 









iHNMR (6) ppm 


MS 


■ 73 


Br 


SO^NEtj 
OMe 


Cl 




• 


CL6 oUU IVJLnZ 

I. 08 (6H, t, J=7.lHz) 
3.20 (4H, q, J=7.lHz) 

3.82 (3H, s) 

7.83 (IH, d, J=2.2Hz) 
8.17 (2H, m) 

8.29 (IH, s) 
10.31 (IH, s) • . 

II. 43 (IH, bra) 


M 

558 


74 


MeO'' 


SO^NEtj 

1 H- 
OMe 




^NO, 
OH 




DMSO-dfi 300 MHz 
1.08(6H,t, J=7.lHz) 
3.18(4H;q, J=7.1Hz) 
3.83 (3H, s) 
3.90 (3H, s) 
7.13 (IH, d, J=2.1Hz) 
7.86 (IH, d, J=2.1Hz)' 
8.00 (IH, d, J=2.6Hz) 
8.51 (IH, d, J=2.6Hz) 
9.49 (IH, s) 


M- 

IVl 

520 


75 


Br 


N 

. 1 H 
OMe 


CF3 


^NO^ 
OH 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.lHz) 
3.20 (4H, q, J=7.1Hz) 
3.82 (3H, s) 
7.82 (IH, d, J=2.2Hz) 
8.18 (IH, d, J=1.8Hz) 
8.41 (IH, s) 
8.77 (IH, d, J=2.2Hz) 
10.37 (1H,8) 


M- 
569 


76 


EtO'' 


SO.NEt, 

1^ N 
1 H 
OMe 


CF3 


OH 




DMSO-de 300 MHz 

1.07 (6H, t, J=7.1Hz) 
1.39 ,(3H,t, J=6.9Hz^ 
3.18 (4H, q, J=7.1Hz) 
3.86 (3H, s) 

4.16 (2H, q, J=6.9H2^ 
7.13 (IH, d, J=2.0Hz) 
7.85 (IH, d, J=2. OHz) 

8.08 (IH, d, J=2.5Hz) 
8.55 (IH, d, J=2.5H^ 
9.59 (IH, s) 


M- 

534 



# X. ffl Iflc (*f JIJ26) 



wo 01/62718 



PCT/JPOl/01429 



146' 



iHNMR ((5) ppm 



77 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.2Hz) 
3.20 (4H, q, J=7.2Hz) 
3.86 (3H, s) 
4.99 (2H, q, J=8.7Hz) 
7.38 (IH, d, J=2.1Hz) 
7.89 (IH, d, J=2.4Hz) 
8.44 (IH, d, J=2.lHz) 
8.78 (IH, d, J=2.1Hz) 
10.22 (IH, s) 



78 




DMSO-de 300 MHz 
1.10 (6H, t; J=7.1Hz) 
3.22 (4H, q, J=7.lHz) 

3.40 (3H, s) 
3.92 (3H, s) 

7.98 (IH, d, j=2.2Hz) 
8.38 (IH, d, J=2.2Hz) 

8.41 (IH, d, J=2.2Hz) 
8.59 (IH, d, J=2.2Hz) 
10.6 (IH, s) 



79 



SO.NEt^ 






0 












H 


0 


OMe ^ 





CI 



DMSO-de 300.MHZ 
i.09 (6H, t. J=7.lHz) 
3.22 (4H, q, J=7.1Hz) 
3.84 (3H, s) 
7.80 (IH, d, J=2.2Hz) 
8.36 (IH, d, J=2.2Hz) 
8.40 (IH, d, J=2.2Hz) 
8.59 (IH, d, J=2.2Hz) 
10.6 (lH,s) 



80 




NHSOjCPj 



DMSO-de 300 MHz 
1.08 (6H, t, J=7.1Hz) 
3.20.(4H, q, J=7.1Hz) 
3.84 (3H, s) 
7.50 (IH. d. J=2.lHz) 
7.76 (IH, d, J=2.4Hz) 
7.81 (IH, d, J=2.4Hz) 
8.28 (IH. d. J=2.1Hz) 
9.71 (IH, s) 



wo 01/62718 PCT/JPOl/01429 

147 



m2 sm 









iHNMR (0) ppm 


MS 












DMSO-de 300 MHz ■ 


M- 












1.08 (6H, t, J=7.lHz) 
1.32 (3H, t, J=7.0Hz) 


550 




f 








3.20 (4H, q, J=7.1Hz) 






1 


JL 1 






4.05 (2H, q, J=7.0Hz^ 




81 


Br 




7.83 (IH, d, J=2.6H2) 






T H 1 T 






8.13 (IH, d, J=2.2Hz) 








OEt V -iS?^ 


"oh 




8.34 (IH, d, J=2.6Hz) 








• 1 




8.54 (IH, d, J=2.2HzJ 








CI 






10.33 (IH, s) 








SOjNEtj 






DMSO-de 300 MHz 


M- 










0.96 (3H, t, J=7.4Hz) 
.1.08 (6H, t, J=7.1Hz) 


564 












1.76 (2H, m) 








tlx 






3.20 (4H, q, J=7.1Hz) 




82 


Rt 






3.93 (2H, t, J=6.3Hz) 










7.84 (IH, d, J=2.2Hz) 














8.10 (IH, d, J=2.2Hz) 












8.35 (IH, d, J=2.3Hz) 








Cl 






8.54 (IH, d, J=2.2Hz) 
10.31 (IH. s) 














DMSO-de 300 MHz 


M- 






SO.NEt^ 






1 no /£>xjr 4. T n 1tJ™^ 

l.Oo voil, t, 0—l.ltlZ) 


689 






fl^ ft 






3.24 V4J1, q, J=7.1il2; 
7.yo vlxl, a, J— iS.zJtIz; 








^ J 1 _ 


^N02 




7.y4 vlxl, d, J— 2.2x12; 




83 


Br 


T H 1 T 
0CF3 . 

PI 




01/^ /i TT J T^fk oTT_\ 

8.10 (IH, d, J=2.2Hz; 






^OH 




8.42 (IH, d, J=2.2H2s) 
10.2 (IH, s) 














DMSO-de 300 MHz 


M- 






SOjNEt^ 






1.08 (6H, t, J=7.1Hz) 


614 












3.20 (4H, q, J=7.lHz) 








<S 0 






3.82 (3H, s) 














7.82 (IH, d, J=2.2Hz) 




84 






^CN 




8.20 (IH, d, J=:2.2Hz) 




Br 


OMe 






8.26 (2H, s) 








^OH 




10.22 (IH, s) 








Cl 











X. ffl iflc mm26) 
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m2 4^ 







MM. 


iHNMR (5) ppm 


MS 


85 


CO MP-h 
T 2 2 

OMe " kjA^^ 
CI 




DMSO-de 300 MHz 
1.09 (6H, t, J=7.2Hz) 
2.85 (3H, d, J=4.5Hz) 
3.21 (4H, q, J=7.2Hz) 
3.84 (3H.s) 
7.79 (IH, d, J=2.1H5^ 
8.15 (IH, d, J=2.lHz) 
8.27 (IH, d, J=2.lHz) 
8.45 (IH, d, J=2.1Hz) 
9.89 (IH, brs) 
9.92 (IH, brs) 


M-i- 
550 


86 


SOjNEtj 

, OMe « iy^^^ 

CI 




DMSO-de 300 MHz 
1.00 (3H, t, J=7.4Hz) 

I. 08 (2H, m) 

3.20 (4H, q, J=7.1Hz) 
3.83 (3H, s) 

4.35 (2H, t, J=6.6Hz) 
7.82 (IH, d, J=2.2Hz) 

8.21 (IH, d, J=2.2Hz) 
8.38 (IH, d, J=2.2Hz) 
10.27 (IH, s) 

II. 53 (IH, brs) 


M+ 
579 


87 


SO.NEt, 

OMe " l^^^ 
CI 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.1Hz) 
2.93 (6H, brs) 
3.20 (4H, q, J=7.1Hz) 
3.81 (3H, s) 
7.77 (IH, d, J=2.2Hz) 
7.81 (IH, d, J=2.2Hz) 
8.06 (IH, d, J=2.2Hz) 
8.14 (IH, d, J=2.2Hz) 
10.13 (IH, s) 


M-H 
664 


88 


SO^NEt, 

OMe ^.iS^ 

OH 

CI 




DMSO-de 300 MHz 
1.08 (6H, t, J=7.1Hz) 

3.20 (4H, q, J=7.lHz) 
3.85 (3H, s) 

o.vz voxl, SJ 

7.19 (IH, d,J=2.1Hz) 

7.91 (IH, d, J=2.lHz) 

8.21 (IH, d, J=2.0Hz) 
8.37 (IH, brs) 

8.50 (IH, d, J=2.0Hz) 
8.87 (IH, brs) 
9.77 (IH, s) 
14.69 (IH, brs) 


M- 
484 



wo 01/62718 
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149 



2 5^ 



^HNMR id) ppm 



?0.,NEt, 



89 



MeO 




DMSO de 300 MHz 
1.08 (6H, t, J=7.1Hz) 
3.19 (4H, q, J=7.1Hz) 
3.84 (3H, s) 
3.92 (3H, s) 
7.19 (IH, d, J=2.0Hz) 
7.83 (IH, d, J=2.0Hz) 
8.23 (2H, s) 
9.89 (IH, s) 



SO.NEt, 



90 




DMSO-de 300 MHz 
1.04 (9H,m) 

I. 21 ,(3H, t, J=7.5Hz)' 
2.70 (2H, q, J=7.4H2) 
3.00 (4H, q, J=7.5H2) 
3.2l (2H,.q, J=ilHz) 
7.57.:(1H, d, J=2;2Hz) 
8.00 (2H, s) 

8.07 (IH, d, J=2.2Hz) 
10.07 (IH, s) 

II. 06 (IH, brs) 



91 




DMSO-de 300 MHz 
1.09 (6H, t, J=7.lHz) 
2.64 (3H, s) 
3.20 (4H, q, J=7.lHz) 
3.81 (3H, s) 
7.80 (IH, d, J=2.2Hz) 
8.26 (IH, d, J=2.2Hz) 
8.40 (IH, d, J=2.2Hz) 
8.56 (IH, d, J=2.2Hz) 
iO.4 (IH. s) 



92 




MeO 



DMSO-de 300 MHz 
1.07 (6H, t, J=7.lHz) 
1.40-1.82 (8H, m) 

3.20 (4H, q^ J=7.lHz) 
3.91 (3H, s) 
4.86-4.94 (IH, m) 

7.21 (IH, d, J=2.1Hz) 
7.75 (IH, d, J=2.lHz) 
8.38 (IH, d, J=2.2Hz) 
8.54 (IH, d, J=2.2Hz) 
10.05 (IH, s) 



# X. M m tmm) 



wo 01/62718 



PCT/JPOl/01429 



150 



6S 



mNMR (d) ppm 



MS 



93 




DMSO-de 300 MHz 
1.06 (6H, t„J=7.1Hz) 
1.46-1.87 (6H, m) 
1.98-2.10 (2H, m) 
3.17 (4H, q, J=7.1H20 
3.35 (IH, m) 
3.73 (3H,s) 
7.45 (IH, d, J=2.2Hz) 
7.95 (IH. d, J=2.2Hz) 
7.98 (2H, s) 
9.90 (IH. s) 



M+ 
515 



94 




DMSO-de 300 MHz 

I. 07 (6H, t, J=7.lHz) 
3.19 (4H, q, J=7.lHz) 

3.98 (3H, d, J=2.3Hz) 
7.55 (IH. d, j=2.2Hi5) 
7.58 (IH. d, J=2.2Hz) 

7.99 (2H. s) 
10.0 (IH. s) 

II. 0 (lH..brs) 



M.+ 
465 



95 




DMSO-ds 300 MHz 
1.08 (6H. t, J=7.1Hz) 
3.20 (4H. q, J=7.1Hz) 
3.85 (3H. s) 
7.7l(lH, d, J=2.3Hz) 
8.00 (2H, s) . 
8.13 (IH, d, J=2.3Hz) 
10.1 (iH.s) 
ll-OdHibrs) 



CI 



M-i- 
481 



96 




MeO 



DMSO-de 300 MHz 
0.92 (3H, t, J=7.4Hz) 
1.07 (6H. t, J=7.iHz) 
1.65 (2H. tq, J=6.6,7.4Hz) 
3.19 (4H. q, J=7.lHz) 
3.90 (3H. s) 
3.98 (2H. t. J=6.6Hz) 
7.19 (IH. d. J=2.iHz) 
7.79 (IH. d. J=2.iHz) 
7.95 (2H, s) 
9.72 (IH, s) 



505 



wo 01/62718 



PCT/JPOl/01429 



151 



2 im. 



iHNMR (6) ppm 



MS 



?03NEt3 



97 



EtO 




DMSO-ds 
1.07 (6H, t, 
1.39 (3H, t, 
3.18 (4H. q, 
3.86 (3H, s) 
4.17 (2H,q, 
7.17 (IH, d, 
7.81 (IH, d, 
7.95 (2H, s) 
9.75 (IH, s) 



300 MHz 
J=7.lHz) 
J=7.0Hz) 
J=7.1Hz) 

J=7.0Hz) 
J=2.2Hz) 
J=2.2Hz) 



M+ 
491 



.. $OjNEtj 



98 




DMSO-ds 300 MHz 
0.82 (3H, t, J=7.4Hz) . 
1.08 (6H, t, J=7.1Hz) 
1.17 (3H, t, J=7.5H2) 
1.55 (2H, m) 
2.77 (2H, q, j=7.5Hz) 
3.20 (4H, q, J=7.lHz) 
4.12 (2H, t, J=6.6Hz) 
7.59 (IH. d, J=2.2Hz) 
7.71(1H, d, J=2.2Hz) 
7.96 (2H, s) . 
10.39 (lH,s) . 



M+ 
531 



SOjNEtj 



99 




DMSO-ds 300 MHz 
1.08 (6H, t, J=7.1Hz)' 
1.17 (6H,m) 
2.78 (2H, q, J=7.5Hz) 

3.20 (4H, q, J=7.1Hz) 

4.21 (2H, q, J=7.1Hz) 
7.58 (IH, d, J=1.7Hz) 
7.71 (IH, d, J=1.7Hz) . 
7.96 (2Hi s) 

10.40 (IH, s) 



M- 
516 



ICQ 



Et. 




DMSO-de 300 MHz 
1.07(6H,t, J=7.lHz) 

I. 16 (3H, t, J=7.5Hz). 
2.77 (2H, q, J=7.6Hz) 
3.21 (4H, q, J=7.1Hz). 
3.74 (3H, s) 

7.58 (IH, d, J=1.7Hz) 
7.73 (IH, d, J=1.7Hz) 
7.95 (2H, s) 
10.41 (IH, s) . 

II. 05 (IH, brs) 



M- 
501 



wo 01/62718 PCT/JPOl/01429 

152 



fB2 8^ 









iHNMR (6) ppm 


MS 


101 


SOjNEtj 

CONH2 


y- OH 

CI 


■ 


DMSO-ds 300 MHz 
1.09 wH, t, J=7.2Hz; 
1.20 (3H, t, J=7.8Hz) ' 
2.77 (2H, q, J=7.7Hz) 
3.19(2H,q, J=7.1H2) 
7:55 (IH, d, J=1.5Hz) 
7.88 (3H, m) 
7.90 (2H, s) 
9.97 (IH, s) 


M- 
487 


102 


Et 

cr 


N 
H 


CC" 

OH 

. Cl 




DMS0-d6 300 MHz 
1.10 (9H; m) 

2.63 (2H, t, J=7.5Hz) 
3.23 (4H, q, J=7.2Hz) 
6.77 (2H, d, J=7.5Hz) 
6.99 (IH, t, J=7.5Hz) 
7.27 (2H, t, J=7.8Hz) 
7.49 (2H, s) 

7.64 (IH, d, J=2.1Hz) 
8.02 (IH, d, J=2.4Hz) 
9.96 (IH, s) 

10.88 (IH, brs) 


M.+ 
537 


103 


Bt 

Br 


rat, 

0 

H 


CC 

. 1^ OH 
Cl 




DMSO-de 300 MHz 
l.Ub Korl, t, d— 7.1riz; 
1.21 (3H, t, J=7.5Hz) 
2.87 (2H, q, J=7.5Hz) 
3.20 (4H, q, J=7.lHz) 
7.64 (IH, d, J=2.2Hz) 
7.76 (IH, d, J=2.2Hz) 
8.02 (2H, s) 
10.25 (IH, s) 


M- 
528 


104 


SOjNEtj 

MeO >r N > 
1 H 
OMe > 


0 

OH 

Cl 




DMSO-ds 300 MHz 
1.08 (6H, t, J=7.lHz) 
2.79 (3H, s) 
3.20(4H,q, J=7.lHz) 
3.84 (3H,s) 
3.93 (3H,s) 
7.21 (IH, d, J^AKz} 
7.82(lH,d, J=2.1Hz) 
8.30 (IH, d, J=2.1Hz) 
8.51 (IH, d, J=2.1Hz) 

10.0 (IH, s) 

13.1 (IH, s) 


M- 
483 



wo 01/62718 



PCT/JPOl/01429 



153 



2 9^ 



iHNMR (6) ppm 



MS 



105 




DMSO-de 300 MHz 
0.19-0.24 (2H, m) 
0.35-0.52 (2H, m) 
1.06 (6H, t, J=7.2H2) 
l.lM.2(4H,m) 
2.75 (2H, q, J=7.5Hz) 
3.17 (4H, q. J=6.9Hz) 
3.72 (2H, d. J=7.2Hz) 
7.49 (IH, d, J=2.lHz) 
7.95 (IH, d, J=2.1H2) 
8.04 (2H, s) 
9.94 (IH, s) 
10.99 (IH, brs) 



M-i- 
515 



106 




DMS0-d6 300 MHz 
1.06 (6H, t, J=6.9Hz) 
1.20 (3H, t, J=7.5Hz) 
2.77 (2H, q, J=7.5Hz) 
3.18 (4H, q, J=7.lHz) 
3.57 (IH, t, J=2.4Hz) 
4.67 (2H, d, J=2.7Hz) 
7.50 (IH, d. J=2.7Hz) 
8.00 (IH, d, J=2.4Hz) 
8.02 (2H, s) 
9.98 (IH, s) 
10.97 (IH. brs) 



M+ 
499 



107 




DMSO-de 300 MHz 

1.06 (6H, t, J=7.1Hz) 

1.21 (3H, t, J=7.5H2i) 

1.78 (3H, s) 

2.73 (2H, q, J=7.2Hz) 

3.18(4H, q, J=6.9Hz) 

4.28 (2H,s) 

4.94 (IH, s) 

5.11 (IH, s)' 

7.51 (IH, d, J=2.4Hz) 

7.96 (IH, d, J=2.4Hz) 

8.04 (2H, s) 

9.85 (IH, s) 

10.99 (IH. brs) 



M+ 
515 



108 




DMSO-de 300 MHz 
1.06 (6H, t, J=7.2H2i) 
1.97 (3H, t, J=7.5Hz) 
2.72 (2H, q, J=7.7Hz) 
3.18 (4H, q, J=7.1Hz) 
4.03 (2H, d, J=7.2Hz) 
5.21 (IH, dd, J=10.7, 1.7Hz) 
5.39 (IH, dd, J=17.1, 1.8Hz) 
5.95-6.19 (IH, in) 
7.50 (IH, d, J=2.7Hz) 
7.95 (IH, d, J=2.1Hz) 
8.00 (2H, s) 
9.94 (IH, s) 

10.99 (IH. brs) 



M+ 
501 



wo 01/62718 



PCT/JPOl/01429 



154 



^3 0^ 



iHNMR (fi) ppm 



109 




DMSO-de 300 MHz 
1.07(6H,t, J=7.1Hz) 

I. 21 (3H, t, J=7.3Hz) 
2.76 (2H, q, J=7.3Hz) 
3.19 (4H, q, J=7.1H2) 
4.99 (2H, s) 

7.55 (IH, d, J=2.2Hz) 
7.94 (IH, d, J=2.2Hz) 
8.02 (2H, s) 
10.1 (lH,s) 

II. 0 (IH, bra) 



110 




DMSO-de 300 MHz 

1.18(6H,t, J=7.1Hz) 
1.28 (3H, t, J=7.6Hz) 

2.75 (2H, q, J=7.6Hz) 
3.3l(4H.q, J=7.1Hz). 
3.78 (3H,s) 

3.85 (3H, s) 
5.98 (IH, s) 
7.34-7.43 (3H, m) 
7.49-7.60 (3H, m) 

7.76 (2H, s) 
8.33 (lH,s) 

8.67 (IH, d, J=2.3Hz) 



111 




DMSO-de 300 MHz 
1.06 (6H, t, J=7.1H2^ 
1.19 (3H, t, J=7.5Hz) 
2.71 (2H, q, J=7.5Hz) 
3.17 (4H, q, J=7.lHz) 
3.74 (3H, s) 
5.97 (IH, s) 
7.37-7.46 (3H, m)' ' 
7.50.(1H, brs) 
7.53-7.61 (2H,in). 
8.00 (IH, d.J=1.4B.z) 
8.03 (2H,s) •• 
10.16 (lH;s) 



112 




CDCI3 
1.19 (6H, 
1.29 (6H, 
1.67 (3H, 
2.75 (2H, 
3.31 (4H, 
3.87 (3H, 
4.25 (2H, 
4.99 (IH, 
7.53 (IH, 
7.82 (2H, 
8.36 (IH, 
8.69 (IH, 



300 MHz 
t, J=7.2Hz) 
m) . 

d, J=6.7Hz) 
q, J=7.5 Hz) 
q, J=7.2Hsi) 
s) 

q, J=7.lHz) 
q, J=6.7Hz) 
d, J=2.lHz) 
s) 
s) 

d, J=2.1Hz) 



wo 01/62718 PCT/JPOl/01429 
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^3 1^ 









iHNMR (6) ppm 


MS 


113 


Et 


SO,NEt, 

N ^ 
■ 1 H 
OMe 


CI 


^Cl 

^ • ^® 

O^'^^COOH 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.lHz) 
1.20 (3H, t, J=7.5Hz) 
1.52 (3H, d, J=6.7Hz) 
2.72 (2H, q, J=7.5 Hz) 
3.17 (4H, q, J=7.1Hz) 
3.75 (3H, s) 

4.94 (IH, q, J=6.7Hz) 
7.51 (IH, d. J=2.3Hz) 

7.95 (IH; d, J=2.3Hz) 
8.09 (2H, s) 

10.20 (IH, s) 
13.13 (IH, brs) 


Mh- 
547 


114 


Et 


c 


)Me 


H 1 


CI 


O^^COOEt 




CDCI3 .300 MHz 
1.19 (6H, t, J=7.lHz) 
1.29 (3H, t, J=7.6Hz) 
1.34 (3H, t, J=7.lHz) 
2.75 (2H, q, J=7.6Hz) 

3.31 (4H, q, J=7.1Hz) • 
3.87 (3H, s) 

4.32 (2H, q, J=7.lHz) 
4.73 (2H, s) 

7.53 (IH, d, J=2.3Hz) 

7;83 (2H, s) 

8.37 (IH, s) 

8.68 (IH, d, J=2.3Hz) 


M+ • 
561 


115 




iT 

( 


SOjNEtj 

S 11 ■ 

1 H . 


f 

CI 


0 CGOH 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.lHz) 
1.20 (3H, t, J=7.5Hz) 
2.72 (2H, q, J=7.5Hz) 
3.17 (4H, q, J=7.1Hz) 
3.74 (3H, s) 
4.70 (2H, s) 
7.51 (IH, d, J=2.3Hz) 
7.96 (IH, d, J=2.3Hz) . 
8.09 (2H,s) 
10.21 (IH, s) 
13.23 (IH, brs) 


M+ 
533 


116 


( 




S03NE.t, 


p 


OH 

Cl 




DMSO-de 300 MHz 
1.07 (6H, t, J=6.9Hz)- . 
1.34 (6H, s) 
1.83 (2H, t. J=6.5Hz) 
.2.85(2H, t, J=6.5Hz) 
3.14(4H, q, J=6.9Hz) 
7.39 (IH, d, J=2.3Hz) 
7.94 (2H, s) 
7.99 (IH, d, J=2.3Hz) 
9.48 (IH, s) 


M+ 
501 



# X. ffl lie imm) 
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^3 2^ 



mmm 






iHNMR (5) ppm 


MS 


117 




£11 

N n 
/ H 


. OH 
CI 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.0Hz) 
1.47 (6H, s) 

3.13 (4H, q, J=7.0Hz) 

3.14 (2H,s) 

7.47 (IH, d, J=1.8Hz) 
7.76 (IH, d, J=1.8Hz) 
7.98 (2H, s) 
9.92 (IH, s) 


M+ 
487 


118 


SOjNEtj 

/ H 
X — 0 


CC" 

OH 

CI 




DMSO-de 300 MHz 
1.05 (,6H, t, J=7.1Hz) 
1.36 (6H, s) 
3.15.(4H, q, J=7.1Hz) 
4:40(2H,s) 
7.49 (IH, d, J=i.8Hz) 
7.85 (iH, d, J=1.8Hz) 
7.99, (2H,s) 
10. i (IH, s) 


M+ 
487 


.119' 






. CI 




DMSO-de 300 MHz 
1.07 (6H,t, J=7.1Hz) 

I. 96 (2H, tt, J=4.9, 6.2Hz) 
2.86 (2H, t, J=6.2Hz) 
3.13(4H„q, J=7.lHz) 
4.30 (2H, t, J=4.9Hz) 
7.37 (IH, d, J=2.2Hz) 
7.95 (IH, d, J=2.2Hz) 
7.98 (2H,s) • 

9.64 (lH,s) 

II. 0 (IH, brs) 


M-^ 
473 


120 




X. 

-0 


0 


OH 

Cl 




DMSO-de .300 MHz . 
1.07 (6H, t, J=7.1Hz) 
3.14 (4H, q, J=7.1Hz) 
3.32 (2H, t, J=8.7Hz) 
4.69 (2H, t, Jf8.7Hz) 
7.51 (IH, d, J=2.0Hz) 
7.80 (IH, d, J=2.0Hz) 
7.98 (2H,s) . 
10.0 (lH.s). 


M■^ 
459 



wo 01/62718 PCT/JPOl/01429 
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^3 









iHNMR (5) ppm 


MS 


121 


CI 




DMSO-de 300 MHz 
0.92 (3H, t, J=7.3Hz) 
1.06 (6H, t, J=7.lHz) 
1.61 (2H, qt, J=7.3, 7.6Hz) 
2.67 (2H. t, J=7.6Hz) 
3.17 (4H, q, J=7.lHz) 
3.73 (3H, s) 
7.47 (IH, d, J=2.2Hz) 
7.94 (IH, d, J=2.2Hz) 
8.01 (2H,s) 
9.98 (IH, s) 


M+ 
489 


122 


SOjNEtj 

• CI 


• 


DMSO-de 300 MHz 
0.92 (3H, t, J=7.4Hz) 
0.96 (3H, t, J=7.4Hz) 
1.05 (6H, t, J=7.1Hz) 
L.bX \Zxx, tq, o—IA, LbaZ) 
1.70 (2H, qt, J=6.3, 7.4Hz) 
2.67 (2H, t, J=7.6Hz) 
3.17 (4H, q, J=7.lHz) 
3.79 (2H, t, J=6.3Hz) 
7.48 (IH, d, J=2.3Hz) 
7.90 (IH, d, J=2.3HzD 
8.01 (2H, s) 
9.92 (lH,s) , 


M+ 
517 


123 


1^ 1^ 11 1^ 

• ' OMe 

. OH 

CI 




DMSO-de 300 MHz 
1.06 (6H, t, J=7.lHz) 
1.22 (6H, d, J=6.9Hz) 
3.17 (4H, q, J=7;lHz) 
3.32 (IH, m) 
3.73 (3H,s) 
7.46 (IH, d, J=2.3Hz) 
7.95 (IH, d, J=2.3Hz) 
7.99 (2H, s) 
9.92 (IH, s) 


M+ 
489 


124 


S02NEt2 




DMSO-de 300 MHz 
0.96 (3H, t, J=7.4Hz) 
1.05 (6H, t, J=7.1Hz) 
1.23 (6H, d, J=6.9Hz) 
1.71 (2H, tq, J=6.3, 7.4Hz) 
3.18 (4H, q, J=7.lHz) 
3.35 (IH, m) 
3.78 (2H. t, J=6.3Hz) 
7.48 (IH, d, J=2.2Hz) 
7.91 (IH, d, J=2.2Hz) 
8.00 (2H, s) 
9.88 (lH,s) 


M+ 
517 



X ^ m imm 
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^3 4^ 









»HNMR (6) ppm 


MS 


125 


S0,NEt3 

OMe S 


CI 




DMSO-de 300 MHz 
1.03 (6H, t, J=7.lHz) 
3.22 (4H, q, J=7.1Hz) 
3.74 (3H, s) 
3.82 (3H, s) 
6.99 (IH. d, J=9.0Hz) 

7.73 (IH, d, J=9.0Hz) 
8.00 (2H, s) 

9.74 (IH. s) 


M-l- 
477 


126 


SOjNBtj , 

"w 

OMe 


OH 

Cl 




DMSO-de 300 MHz 
I.Uo w-tl, t, J— /.Urlz/ 
3.22 (4H, q, J=7.0Hz) 
3.92 (3H, s) 
3.94 (3H, s) 

6.86 (IH, s) 

7.87 (IH, s) 
7.97 (2H. s) 
9.64 (IH. s) 


M+ 
477 


127 


SOjNEtj 
Ti ^ 0 

OMe 


Cl 




DMSO-de 300 MHz 
1.07 v6xl, t, J=6.9Jclz^ 
3.24 (4H, q, J=7.2Hz) 
3.92 (3H, s) 
7.27 (IH, d, J=12.6Hz) 
8.01 (3H, m) 
9.79 (IH, s) 


M+ 
465 


128 


SO.NEt, 

OMe 


Cl 




DMSO-de 300 MHz 

1.00 (6H, t, J=6.9Hz) 
1.06 (6H, t, J=7.2H^ 
3.05 (4H, q, J=7.1Hz) 
3.26 (4H, t, J=7.2Hz) • 
3.88 (3H, s) 

7.01 (IH, s) 
7.98 (2H, s) 
8.08 (IH, s) 
9.67 (IH, s) 


M+ 
518 



wo 01/62718 PCT/JPOl/01429 

159 



^3 5m 









•iHNMR (5) pprn 


MS 


129 


MeHN^ 


•sO.NEt, 

• 1 H 
. OMe 


CI 


^Cl 
OH 




DMSO-de 300 MHz 
1.03 (6H, t, J=7:lHz) 
2.89 (3H, d, J=4.8Hz) 
3.18 (4H, q. J=7.1Hz) 
3.87 (3H, a) 
6.17 (IH, d, J=4.9Hz) 
6.30 (IH, s) 
7.63 (IH, s) 
7.97 (2H, s) 
9.52 (IH, s) ' 


M-i- 
476 


130 




SO^NEt, . 

fix 

1 H 
OMe 


CI 


OH 




DMSO-de 300 MHz 

1.01 wH, t, d=7.1ilw 
2.69 (6H,s) 

3.25 (4H, q, J=7.1Hz) 
3.90 (3H, s) . 
7.12 (IH, s) 
7.98 (2H,s) 

8.02 (IH, s) 
9.71 (lH,s) 


M+ 
490 


131 


Me.. 

I 


SO.NEt^ 

0 

^^^^ --^^ 

1 H 
OMe . ^ 


g 

Cl 


OH 




DMSO-de 300 MHz 
i.uo koil, t, d— /.ixiz; 
'2.50 (3H, s) 
3.22 (4H, q, J=7.lHz) 
3.90 (3H, s) 
7.15 (IH, s) 
7.99 (2H, s) 
8.09 (IH, s) 
9.72 (lH, s) 


M+ 
461 


132 


Et 


SO^NEt,. 

0 

^^^^ 

N 7 

OEt 


p 


^OH 




DMSO-de 300 MHz 
1.06(6H,t, J=7.lHz)' 
1.20(3H,t, J=7.4ffi) 
1.29 (3H, t, J=7.0Hz) 
2.72 (2H, q, J=7.4Hz) 
3.17 (4H, q, J=7.lHz) 
3.92 (2H, q, J=7.0Hz) 
7.49 (IH, d, J=2.2Hz) 
7.90 (IH, d, J=2.2Hz) 
8.03 (2H, s) 
10.00 (IH, s) 
10.98 (IH, brs) 


M+ 
489 



it 



wo 01/62718 



PCT/JPOl/01429 



160 



^3 6^ 



iHNMR (6) ppm 



MS 



133 




DMSO-de 300 MHz 
0.95 (3H, t, J=7.5Hz) 
1.06 (6H, t, J=7.1Hz) 
1.20 (3H, t, J=7.5Hz) 
1.70 (2H. m) 
2.72 (2H, q, Jt7.5Hz) 
3.17 (4H, q, J=7.lHz) 
3.80 (2H, t, J=6.3Hz) 
7.50 (IH, d, J=2.3Hz) 
7.90 (IH, d, J=2.3Hz) 
8.02 (2H, s) 
9.94 (IH. s) 



M+ 
503 



134 




DMSO-de 300 MHz 
1.00 (6H, d, J=6.8Hz) 
1.17 (3H, t, J=7.0Hz) 
3.14 (2H, q, J=7.0Hz) 
3.92 (3H, s) 
3.96 (lH,m) 
7.26 (IH, d, J=8.8Hz) 
7.63 (IH, dd, J=2.4, 8.8Hz) 
8.00 (2H, s). 
8.13 (IH, d, J=2.4H2i) 
9.75 (IH, s) 
10.98 (111, brs) 



M+ 
461 



135 




DMSO-de 300 MHz 
1.05 (3H, t, J=7.2Hz) 
2.65 (3H, s) 
3.00 (2H, q, J=7.2Hz) 
3.93 (3H, s) 
7.30 (IH, d, J=8.8Hz) 
7.60 (IH, dd, J=2.3, 8.8Hz) 
8.00 (2H, s) 
8.09 (IH, d, J=2:3Hz) 
9.79 (IH, s) 
10.98 (IH, brs) 



M+ 
433 



Et 



136 




OH 



DMSO-de 300 MHz 
0.73 (4H, nO 
1.05 (3H, t, J=7.2Hz) 
2.05 (IH, m) 
3.20 (2H, q, J=7.2Hz) 
3.94 (3H, s) 
7.31 (IH, d, J=8.8Hz) 
7.65 (IH, dd, J=2.3, 8.8Hz) 
8.00 (2H, s) 
8.17 (IH, d, J=2.3Hz) 
9.79 (IH, s) 
10.99 (IH, brs) 



M+ 
459 



^ mm mm) 



wo 01/62718 



PCT/JPOl/01429 



161 



3 7^ 



MA 



iHNMR (<?) ppm 



MS 



137 




DMSO de 300 MHz 
0.19 (2H, m) 
0.47 (2H, m) 
0.93 (IH, m) 
1.09 (3H, t, J=7.lHz) 
2.98 (2H, d, J=6.9H2) 
3.23 (2H. q, J=7.1Hz) 
3.92 (3H, s) 
7.26 (IH, d, J=8.8Hz) 
7.62 (IH, dd, J=2.3, SiSHz) 
8.00 (2H, s) 
8.11 (IH, d, J=2.3H2) 
9.76 (lH, s) 

10.98 (IH, brs) ._ 



M+ 
473 



138 




DMSO-de 300 MHz 
0.84 (3H, t, J=7.4Hz) . 
1.04 (3H, t, J=7.1H2) 
1.50 (2H, m) 
3.02 (2H, t. J=7.4Hz) 
3.14 (2H, q, J=7.lHz) 
3.92 (3H, s) 
7.27 (IH, d, J=8.7Hz) 
7.62 (IH, dd, J=2.4, 8.7Hz) 
8.00 (2H, s) 
8.12 (lii, d, J=2.4Hz) 
9.76-(lH, s) 



M+ 
461 



139 




DMSO-de 300 MHz 
1.05 (3H, t, J=7.iHz) 
3.15 (4H,m) 
3.51 (2H, m) 
3.93 (3H, s) 
4.78 (IH, brs) 
7.28 (IH, d, J=8.8Hz) 
7.63 (lH,dd, J=2.3..8.8Hz) 
8.00 (2H, s) 
8.i3(lH,d, J=2.3Hz) 
9.78 (IH, s) 
10.98 (IH, brs) 



M+ 
■463 



140 




DMSO-de 300 MHz 
1.05 (3H, t, J=7.2Hz) 
3.17 (2H, q, J=7.2Hz) 
3.25 (5H, m) 
3.45 (2H, t, J=5.9Hz) 
3.92 (3H, s) 
7.27 (IH, d, J=8.8Hz) 
7.64(lH.dd,J=2.3,8.8Hz) 
8.00 (2H. s) 
8.13 (IH, d, J=2.3Hz) 
9.76 (IH, s) 
10.98 (IH, brs) 



M+ 
477 



I- # X ffi mwm) 



wo 01/62718 



PCT/JPOl/01429 



162 



^3 8^ 



iHNMR (6) ppm 



MS 



141 




DMSO-de 300 MHz 
0.86 (6H, t. J=7.3Hz;) 
1.25 (4H, m) 
1.45 (4H, m) 
3.04 (4H, t, J=7.4Hz) 
3.92 (3H, s) 
7.28 (IH, d, J=8.8Hz) 
7.61 (IH, dd, j=2.3, 8.8Hz) 
7.99 (2H, s) 
8.12 (IH, d, J=2.3Hz) 
9.76 (IH, s) 
10.98 (IH, brs) 



M+ 
503 



142 




DMSO-de 300 MHz 
0.82 (6H, t, J=7.4Hz) 
1.49 (4H,m) 
3.01 (4H, t, J=7.5Hz) 
3.93 (3H, s) 
7.27 (IH, d, J=8.6Hz) 
7.62 (IH, dd, J=2.1, 8.6Hz) 
8.00 (2H, s) 
8.12 (IH, d, J=2.1Hz) 
9.75 (IH, s) 



M+ 
475 



SO^NMej 



143 



N 
H 

OMe . 



CI 



OH 



CI 



DMSO-de 300 MHz 
2.61 (6H, s) 
3.94 (3H, s) 
7.33 (IH, d, J=8.7Hz) 
7.59 (IH, dd, J=2.3, 8.7Hz) 
8.01 (2H, s) 
8.08 (IH, d, J=2.4Hz) 
9.80 (IH, s) 



M+ 
419 



144 




DMSO-de 300 MHz 
0.98 (3H, t, J=7.2Hz) 
2.77 (2H, m) 
3.92 (3H, s) 
7.28 (IH, d, J=8.7Hz) 
7.46 (IH, t. J=5.7Hz) 
7.62 (IH, dd, J=2.3, 8.7Hz) 
8.00 (2H, s) 
8.11 (IH, d, J=2.3Hz) 
9.77 (IH, s) 
10.99 (IH. brs) 



M- 
417 



^ ± m m {mm 



wo 01/62718 



PCT/JPOl/01429 



163 



^3 9^ 



iHNTVCR (<?) ppm 



MS 



145 




DMSO de 300 MHz 
3.87 (3H, s) 
7.00 (IH, m) 
7.10 (2H, m) 
7.22 (3H, m) 

7.58 (IH, dd, J=2.3, 8.7Hz) 

7.98 (2H, s) 

8.20 (IH, d, J=2.3H2!) 

9.71 (IH, s) 

10.24 (IH. s) 

10.99 (IH, brs) 



M- 
465 



146 




DMS0-d6 300 MHz 
3.92 (3H, s) 
3.96 (2H, d, J=6.3Hz) 
7.26 (6H, m) 

7.64 (IH, dd, J=2.3, 8.4Hz) 
8.01 (2H, s) 
8.05 (IH, t, J=6.3Hz) 
8.16 (IH, d, J=2.3Hz) 
9.76 (IH, s) 



M- 
479 



147 




DMSO-de 300 MHz 
1.67 (4H, m) 
3.14 (4H, m) 
3.94 (3H, s) 
7.30 (IH, d, J=8.7Hz) 
7.64 (IH, dd, J=2.4. 8.7Hz) 
8.00 (2H, s) 
8.13 (IH, d, J=2.4Hz) 
9.79 (IH, s) 
10.97 (IH, brs) 



M+ 
445 



148 




DMSO-de 300 MHz 
1.07 (6H, t, J=7.1Hz) 
2.34 (3H, s) 
3.16 (4H, q, J=7.lHz) 
3.74 (3H, s) 
7.51 (IH, s) 
7.95 (IH, s) 
8.01 (2H, s) 
9.97 (IH, s) 



M+ 
461 



wo 01/62718 PCT/JPOl/01429 
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^4 om 





mm: 




iHNMR (6) ppm 


MS 


149 


SO-NEt, 

T 2 2 

Et N • Tl ^ 
OMe "is^ 

CI 






CDCls 300 MHz 
1.19 (6H, t, J=7.2Hz) 
1.29 (3H, t, J=7.6Hz) 
2 76 (2H a J=7 
3.32 (4H. q, J=7.2Hz) 
3.87 (3H ,s) 
5.14 (2H, s) 
7.41 (3H,m) 
7.55 (3H, m) 
7.84 (2H, s) 
8.37 (IH, s) 
8.70 (IH, di J=2.4Hz) 


M+ 
565 


■. 150 


MeO,SHN>^ J<<^ 

■ II J • ^ 

1 H' 1 
OMe 

OH 

CI 




DMSO-ds. .300 MHz 
i.08 (6H, t, j=7.2Hz) . 
3.25 (4H, q; J=7.2Hz) 
3.34 (3H,s) • 
3.39 (3H, s) 
7.19 (IH, s) 
7.99 (2H, s) 
8.08 (IH, s) 
8.89 (IH, brs) 
9.77 (IH. s) 


M+ 
540 



wo 01/62718 



165 



PCT/JPOl/01429 




Et 



COOEt 





Et 



OH 



EtOOC 



EtOOC 



NO, 



OH 



■ mm<Dmi^m2 4T#e>nfe'fb^ti (i. e i g) Rumm0nmm2 7 

X*%i^nrcit'^m (5 5 Smg) ^^nnts)VA (15ml) S.rJ^T-h7b 

h*n7 7> (5ml) m'^mm\zmm-^it. 2. sitmiiji^ufe, 
^z.h\z^y)n^^wonm\\i'tm (i5 4mg, W2%) 

llifi^^il 1 5 2 

2- (3, 5->';^7PP-4-t FD + >^^>y<;V7^/) -4-X5^ 

)V- 5 -vx5^;i/x;i/7 7^:-r;i/5^;r7x>- 3 -;«7;i/j}^>mx9^;i/x7. 

Xgl 3) 



wo 01/62718 



166 



PCT/JPOl/01429 




CI 



1) mv^<Dmitm2 sT^^nfcfb-^ti (i o omg) Oi^DP7t^;i/A 
(5ml) mm^z. ^KJ^T, tf'ji^> (0. 0 5 ml) Rnmmommms 
m^nrcit^i^ (i 1 3mg) ^m^. Qmrnmrnrnvrco mn^m. 

1 o%^x.>m7m^. 7jc, Mp:tm7KTiii^i5fe#L, mm 

- (Mll^iS; ^^D^y :mmx^)V=5. 5:1) Ti^^f § ifcJ: D 
llfi^ft^^t/O^b^^ (10 5mg, IR^5 7%) ^ntco 
10 .2) ±fBl) T#e>nfc^b^tl (1 0 5mg) ©h;i/X> (3ra 1) S 

^^'^>-mmx=^)V'fy^^nB^t^ct\z^K)B'&7=E}vy7 7^<Dmm 

it'^m (7 4mg. W8 2%) <£:#fc. 
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mmmi 5 375S1 5 4 

2& S o 



wo 01/62718 



PCT/JPOl/01429 



168 



14 im 



iHNMR (6) ppm 



MS 



COOEt 



EtOOC 



151 




DMSO-de 
1.22 (3H, t, 
1.39 (3H, t, 
1.47 (3H, t, 
3.37 (2H, q, 
4.35 (2H, q, 
4.49 (2H, q, 
8.95 (2H, s) 
13.02 (IH, 



300 MHz 
J=7.4Hz) 
J=7.2Hz) 
J=7.lHz) 
J=7.5Hz) 
J=7.0Hz) 
J=7.lHz) 

;) 



M+ 
482 



COOEt 



Et.NO^S 



152 




DMSO-de 300 MHz 
i.00-1.18 (9H, m) 

I. 39 (3H, t, J=7.lHz) 
3.06 (2H, q, j=7.3Hz) 
3.28 (4H, q, J=7.1Hz) 
4.40(2H, q, J=7.1Hz) 
7.90 (2H, s) 

II. 40 (IH, brs) 
11.86 (IH, s) 



M+ 
523 



153 




DMSO-dG 300 MHz 
1.04 (4H, m) 
1.13 (3H, t, J=7.lHz) 

I. 39 (3H, t, J=7.lHz) 
2.44 (IH, m) 

3.21 (2Hi q, J=7.lHz) 
4.40(2H, q, J=7.1H2^ 
7.9l(2H,.s) 

II. 4 (IH, brs) 
.11.9 (lH;s) 



M+ 
456 



V^COOEt 
EtOOC ^ || 

"nh 



154 



DMSO-de 300 MHz 
1.13 (3H, t, J=7.2Hz) 
1.31 (3H, t, J=7.lHz) 

I. 39 (3H, t, Ji=7.1Hz) 
3.24 (2H,q, J=7.2Hz) 
4.27 (2H, q,J=7.1Hz) 
4.39 (2H, q, J=7.lHz) 
7.87 (2H, s) 

II. 40 (IH, brs) 
11.90 (IH, s) 



CI 



M■^ 
460 



# X. ffl lie mmzQ) 
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(1) TbS (1 2 0) Sr#fc. 114 2^7iM^5 6^4'lC:feV^T. M 




# X. ffl 1^ (^glJ26) 
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^4 3^ 
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# X. ffl it mwm) 




^ ^ M m mwrn) 




^ ^ mm mwm 
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I # X. ffl IK mm) 
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xmm mum) 




# X. ;h IK mnm) 
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5 ummi : cRF^mi^^mmi^ (6ef2b) mH^^fflv^fe-r >Hha 

A-r >xV >^7-.yfe-r (binding assay) (SPAj£) 

CRF^-TT'I (CRF type I) (C R F - I) §^#Sr^^LT^:^f ^ 
MJI^iBflSTab'l) 6 E F 2 BiiJS (He I alfflHSS^fe) SrE a g 1 e ' s 
10 MEUl^mdOX FCS, 4 0 0iag/nil G418, 1/100 
^-zyVy/T.hU'fh'^^ X^^mL. ImM EDTA^^-^OSO 
mM Tris-HCl (pH7. 2)T15-3 0^^^> 2 5X:xmMV 

M Tris-HCl (pH7. 2) (C5i®b. /j^iJhP> (PTlO-3 
15 5 'ET)V)r2 5, 0 0 0 rpm. 1 5 - 2 Ol^mM imW^X'mmVtii 

2 - 30) vxmm^m^LTco t^^z^^-h^e o o xg, s^^mm 
^o±m^4 0. oooxg, 3 o^mm>bvxm^nrctx:m^5 

OmM T r i s -HC 1 ( 1 OmM MgClj>2mM EGTA)Til 

®bT$e>(c:4o, oooxg, 3 o6^mm>t^i^x'^ionrcmmt:mm^t 

20 Lxm^^fto mm^\tlme/m\ tfSi^^'D^ZS OmU Tris-HC 
1 (lOmM MgClj, 2mM EGTA. 0. 1%BSA> 100 ^ 
Ui^K> n-y h (kallikrein units) /m 1 7:/a5^r:> (aprotin 
in) , 0. ImM n>'h7->> (bacitracin) . pH7. 2) tcH^L, 
-8 OVX^WLTzo '$^>J'^^MmitDC yDx-r> Ty-t^ ^yh 

25 (DC protein assay kit) (B i o -R AD) SrfflViTfTofeo 

SPA^fflVifcCRF- I^^^AWV-r-r >:5^ T^/ir-f (binding assa 
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y) : 

^mit^m J* D M s o T 1 0 muommrmm Ltcho^^mm'^B \zd 

MSOTlmM^C^IRtfe^, 7 y mmmU'^^VX m^^fz (DMSO 

ommmmtixuT :Mmmm) , ry^i-imm^ikommt. loomM 

5 NaCU 5mM KCl, 2mM C a C 1 0. 1% BSA, 0. 
1% A'>h^'>>, 0. 0 5% F CSRZS5%0'7Skm^'^ti5 OmU 
Tris-HCl (pH7. 7) tLfco KJ^«9 6^ :ty'^'fU-h 
(Optiplate) (Packard) ^fflVi, ^#^^5 0 jti 1 fc, m^^B 
izmur2mmmW (l O r pmtCTIIl^$-fr;5:;&^e>) VX^Utly^JV ( 

10 precouple) $-&^WGA-b e a d s & ( 5 0 - 1 0 0 jtt 

g Omgtf-X (beads) /m 1 ) 5 0 m 1 ^iJO;^, cn\zO 

. 4nM '^'^ I -Ty r "-h uma n/ r a t CRF (NEX-216, 
Dupont NEN)100Atl i^Wr2 0 0 u I) , 25'Cl? 3 

Bfra-r >=^^n-^-bbTff;^ofc. tSi^. ^Ui^yZf)l (precouple) \t5 

15 OmM T r i s -H C I mm^s pH7 . 2\zmmLrc\d-XmU (Be&d 
s solution) (2 0mg/ml) itJ^^i^Tm, t'-X (Beads) ^ 

T r i s -HC im^WX2m. 7 y'iL^mmmx im^^b O, O O O r 
prnXS^Fel) UT^fe^tLfe, h-^;i' n-Y ^^JT' (total binding 
) hjyT.^^'y^^v^ Myf^y^ (non-specific binding) JiJtffl 

20 \z\m^^WL<n){\t>'o\z^f\.'^n7 v^L^wm^. ^^xnu c o i d 

human/rat CRF(C-3042;SI GMA) mWi^^^^tz. 
-iy^o-^-V^l'^. ^U-h^2, 5 0 0 r pmx 5^^F^, 23t:T^ 
'biyfc'^. Top count (Packard) iZXytM^m^bfco tl 
•7— ^X>^ (Color quench) (D^mt!; JL>^^— (quencher) tVX 
25 ^-Y^i^y (tartrazine) ViT(^^L/fe;^lliij5> e»tfiiEbfc. ^#:fF 
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u^m2 '.'7^xmm:;^hux=tir)v {m&mmts)v=E> (acth) 

5 d d Y^m'l4"7'i7 7. (SLC. 7 - SMIfi : #:» 3 4-4 2 g)§IBVi 

fzo mmitxw^. ia^23±3t:, s^55±i5%^ 12 mmmm-^-( 

(8 : 0 0 - 2 0 : 0 0 ) ®^#TT^^i^W tfco mRXSmt^^iZ 

i¥«#f*4S:feii7K i±m) > 5 %T>- h-;i/'feb<«0. IN N 
aHCOa/salinelC^^-^IRb, 1 0 m 1 /k g 0^fiT^Ml^^#bfc 

15 HS^^gg^ : 

p. ) ^S-^UT^^b, 1 5^^(C^i«'&l.<fiM^#:^l 0ml /'k 

^2^J-TJii^#:^i::^mbfc^> ^112. ^^m^i^im^^-^-X. ED 
20 TA 1 0 OmM^liS<&®tfe}^E'>U (#i-lJ--rX2 5 G) (CTSigP;'^ 

lOOmM EDTA2 0 iii 1 ?&^JP 
Ufeo JfiltS^v'U 3 :^'rXH 5^:1-:/ An, 1 0. 0 0 0 r pmx 5 4i-W 

25 TU-i^PACTH^y hSrfflVifc I RMA^fC J; TSll^Lfco 
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~7tMm6^m^m'^(D y^y-y^-XFLSDUm (Fisher's PLSD tes 

t) (Super mo\k v.\Amm)^m^^rco m^^fBBi^nmfBQomz^ 

to 

5 Umms : ^^T.^m^.hUT.'E'fJV ( □ > (CORT) ±# 
d dyl^ll'l4T«^X (SLC, 7 : 3 5 - 4 1 g) ?£fflVifco Wl 

m\txm'i^. 3±3'c> sms 5 ± 1 5%, 1 2mmm9u-^'i ( 

10 8:0 0 - 2 0: 0 0)(D^#TT^^I^WUfc, HSI^TK^g 

mm\z%^L%. ifBicA>h*u mBmn^mo^^^i o-i 5#i^ 

15 S®#:aiCj;oXfTo;'co 

mmm^M^-¥:^m : 

IIII^J2 0Yh;##jJ*, 0. IN NaHCOj/saline (;^:^) • ^ 

JERb, 1 Om 1 /k g©^*lrMl^^-%-b;^c, 1 
Om 1 /k g0^aT#JliF»3iS:#L'feo 
20 ^l^^li^^ : 

T'^XIC^> N;t;Hf iJ'-;!/ :M-'J'i7Ajl (pentobarbital Na) (2. 

smg/T-^z;^. i. p. )^n^bxmmL. 2 o^mzmnhv<\tm 
m^^^i omi /k som&xmBm\H\z^^iyrco ^(D56^m\zmu^ 
lE^m^zm^xmrniy. mi - 2^xm^i$^h\zmmvrc^. ^:fcse>-& 
25 fcffiawtcTM^MVi, nm^^^^fzo m^wmi!)^i3 o^mzmmmM 

U, lOOmM EDTA 2 0 p. \ ^mmLTzykH^'y^) zii'-f X ]^^=l- 
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yizxn. 1 0. 0 0 0 r pmx 5 43^^1, 4'CT]t'L^L, ±m (Jfilit) 

b^zmmmskLtco coRT^^m^coRT^R i A^y^^ 

y h-r*§n;i^5^nXxn> (Corticosterone Double Antibo 

5 dy)(ICN Pharmaceuticals, Inc.) <£fflViTii 

(Fisher's PLSD test) (Super ANOVA v. 1. 11^^) ^fflViTfr^^cio 

10 ^57 ^nmm e o mz^-To 
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f^5 7m 



mmm 


IC50 (nM) 

[wMm 1 J 


ACTH ±#WlS'J 

(rag/kg) 


CORT ±#WlS!l 
(mg/kg) 
[^1^^(13] 


1 


2 18 






2 


2 6 3 


10-3 0 


10-3 0 


3 


19 5 


10-3 0 




4 


2 7 8 


10-3 0 




5 


16 5 






6 


12 3 






7 


5 7 






8 


6 5 






9 


12 6 






10 


5 7 






11 


5 3 






12 


5 7 




• 


13 


5 9 






14 


12 5 






15 


15 2 






16 


15 5 






17 


2 3 6 






23 


8 1 






31 


2 3 7 






35 


2 2 6 






42 


5 0 






43 


7 7 






44 


9 5 






45 


8 6 
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^5 8^ 





Tr ^nM^ 
-l-V/50 V"lf«y 

LP:^m 1 ] 


ACTH ±^nM 
(mg/kg) 


coRT ±^^m 

(mg/kg) 


47 


12 7 






49 


19 0 




— 


51 


19 1 




— 


52 


15 6 


— 


— 


53 


8 8 


— 


— 


57 


2 3 8 


— 




58 


8 5 


— 


— 


59 


2 4 1 


— 


— 


61 


8 6 


— 




63 


6 9 


— 


— 


64 


3 6 


— 


— 


65 


14 7 


— 


— 


66 


5 1 


— 


— 


68 


7 5 


— 




70 


10 1 


— 




71 


10 1 


— 


— 


72 


8 0 






73 


118 






74 


10 3 






75 


8 3 






76 


111 






77 


18 0 






79 


5 6 






81 


16 6 
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^5 9^ 





ICso (nM) 
l^^M 1 J 


ACTH ±#Wf J 
(mg/kg) 


coRT ±^-^m 

(mg/kg) 


82 


2 4 3 






83 


120 






84 


7 1 






89 


8 1 






91 


17 3 






92 


2 4 1 






95 


2 4 0 






96 


2 18 






97 


16 7 






133 


2 0 4 






151 


5 7 






154 


18 1 
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^6 0^ 





ICso (nM) 
Lf^l^Wl 1 J 


ACTH ±#ffilM 
(mg/kg) 


CORT ±#Jl3$lJ 
(mg/kg) 


(35) 


14 6 






(41) 


8 5 






(43) 


IOC 

18 6 






(45) 


9 8 






(47) 


5 0 






(68) 


9 1 






(69) 


10 0 






(103) 


10 8 






(114) 


2 6 4 






(115) 


18 0 







d d Yl^a-rr^X (SLC, 8~9®i&) MS2 3±3"C, 5 5 ± 

1 5 %, 1 2mmmmi^'i ^)\^ (8:00-20:00) o^wyr'fmm 
m^nLTc^n^tKO'^^T.Jizx-^jimm^L. mmrr^mmm\zo. 

IN N aHCOj/salineXfi 1 0 %DMF in O.IN NaHCO 
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§ 3~4ti-) , ^bT, 1. 5mmmxu4. smmwzmm 

^Jflb, 1 0 Ommo I / I EDTA 2 5 /i 1 <^^Jn bfc>X}^>^ U □ :^ 
•l-XH^^i-ytAn, 1 0. 0 0 0 r pmx 5 5^r^, 4'CT^>L^4J■i^U> 

5 n^tiTcMm'^- 3 o-CT^^-r^, 

LK^jfa^^"® I L - 6 u a n t i k i n e mice IL-6M 
m^yh iR&D s y s t emstt) ^^fflVifc^^^^l^^fe (E I A) 
\ZX. U)V^n7.y^u>^3)V=^zi7.y^uy=Lm^i^ (C o r t i c o s t 
erone Double Antibody) (ICN biochem 

10 i c a 1 s th) ^m^tzn^uf^mm^m (r i a) \zxmi^v. i^rctty^ 
n 7 5 ymz'D\,^x\ti^m\zxmMt^o mMmomw^m^^zitD u n n e 

: ^yhm'^^m^v')v\zMir^m^ 

15 

pH9. 5) (D^^n^r^mmn^n. mmmmtbxmmmx^ 

• H:nyD> (methyiprednisolone) 

(CLP) ^x;i/^f^^T^. r^i^. cLP^T'jvizMt^MmmtLxm 
^mo^n^ir^oj^^izn'i. mm^^MRi^it^m^^miz^^^xit. c 
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y. ALT. AST, i^l/75^n>, BUN. TG, □l/7.xO-;W, )]/ 
5 □-X, NaVKVC 1) ^aiJj£1-§. llij^ig^t*-:^^, TiBSil^JC^S 

SDi^JItt^^;/ h^, ^ii (2. 5 v;u^-h 8 0, 5%y;nfh 

pH9. 5) 0^^^^^4-r^i^i«^4l¥, ^M^tliibT^^^T^ 
10 • ^^P^bfcp^^^;!/"/!/ H-l/P> (methylprednisolone) S^-^-r-SIHi 

(CLP) tx;PS:f^^f§. ;^*5> CLPtx;i/ic*fr§MfiSi^ibT^ 

c L p x;vf^^it b , m'c^m^H-m hn^^rn 

^-B-lElffVi, ^m{C*rt-§CRFT>i5'zf:iX h©j^^<£?i^f 

20 

Wistarl^ait^^y h (200-'250g) S:, (2. 5%7i^'J V;W^ 

-h8o, 5%v;i/eN-;i^; pH9. 5) ©^^^#-r^^iK^#i^, M 
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n^mm\znoo m^m'r-z^-^^ibyy h^mtm. n^^^. immom 

^^^J7 : hConditioned fear stress^x;i/tcjtj-f 

10 pH9. 5) (D^^ist^^^mmn^m. Mmmmtvxmmm'^^ 
^'mmvrc'f7.\^n> (Buspirone) ^^^t^m^MMm. Rz^mmm 
' mmLTc^mt^i^^i^^t^it^mn-^mzm^^iiL. ^n^n 

<om(Oyy im-^-O^V y UT (glide floor) ##5^^>A'-(c: 
An> m%z^3yi7m^^\Z^y)m^iy3y^ (2. SmA; 3 O^Xbm) 

15 ^0 7 5^, so^m^zmm. y*7.\£u>x\tumt'^m^^-^ 

LTcyyh^. nzSm^^^ >/^-izXn. m^i^3y^^^Kt\Z5^m. 
1 Oi^m\zyU-P>'if (freezing) nWi^mmV. yO-P>if^^ 
(freezing time) 0i!l^.(%) ^m^t^o Sfc, ZL(DU^nj'^. Mm 

20 ®^<b^t)0^m^«l^f 

25 ^^^ic*frs^B&x«Ji&i^^tUT^#$n5. 
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m ^ <D m m 



1. (I) 




5 {^fp. A\,t 

-^^ (II) 













1^ 











[^4'> R,2S:r>'R,«l^-X«M;5:oTViT'bd;<, 

R , (h R jid^-^ t T . J® ^ d: 0 R , t R J i: fc g$^-r § ^^H^i^^^ ^ 
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5 /\uyym^] 

mmm. i Jb^^momir i ibm4m<D^mT)v^)v 

7.)v-t^:z.)vmti^^mtn^m.^^xm^^nx\i^x%^\^T ^ / ^xhx^ s 

10 Rjtt 

2 75M 5 ® (Z)<£i^7;i';«7 y < ; 

20 

i^^ici7iM4l@0^i^7;i/=^;i/STe^$nTViT'bcJ;Vi:^;i/A*^<;u 

25 ^^i:2 75M5^©M7;i/3=^>^;^7;i'4^^;i/» ; 

/\uy>m'?Rxsmm^s7bm7m(Di^^u7}v^)vmi!}^^mitn^mm: 
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5 £: 

5 T^M 6 Mo^^m^-a-W^^n^i^^S : 

^mw. 37bm7 m(0i^i7U7)v^}V:^^'ymx;^ o , 

10 Tlcmm^ ; 

15 tl)Vt^^zym \ 

mm^27b^bm<D^m7)Vn^i^ts)Vt^:^}V^ ; 

^mm2ibmsm(o^m.7 / ^ )vm 

20 mmmi7bm4m(Dm7)u^)V7.}vy ^ ; 
mmw:inm4m<Dis.m7}v^)i7.)vt^:^jv& ; 
mmwiS7bm7m(Di^^u7)v^)vm ; 
g^ii^, mmm'?M^nm'ffj^^mitn^i7bm2m(Dmmm'^^^t 

§ 5 TiS 6 MolS^fl^^^* ; X« 
25 -OR,8 

(e:CTR,s« 
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1 7iM4fi©M7;i/^;UX;i'7}N:::;PS ; 

^m^3 75S7MO>'i^P7;i/^;i/S ; 
15 7U-;i'S ; Sb<^* 

20 -jaSiC (III) 




o 



(III) 



mm^i7bm4m<Dis.m7jvu^z^m ; x\t 
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( C T R R .gJil^-X o T T J; < > 

R„tR i.^^-m \zfs:'DX. m'^\zj;:r)R„tR,,t\z mmt § ^mm^&.^ 

10 Ri\t 

R9« 

15 7Kl^0^ ; 

mm^ 1 7i>M4ia©{gii7;p^;i/*irKm$nTViT'b j;v:»7s y xji/iiN 

20 -CORi9 

7mm ; 

^^icl7!;M4i@©<£i|g7;i/^;i/S ; 
^l^icl7iM4i®©i£ii7;i^:3^vS ; 
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10 mmm^m^Lxh^i^^) x$>^] x$>y). 
-s- ; 

-O- ; X\t 
~NRu- 
15 (ZCXRi^\t 

mmmi7bm4m(o^mrjv^)vmx$>^) x$>^] tj^d, 

RJt 
7K^iliiP ; 

\tn^mmMxmm-^nx^^x%^^^^mmi7bm4m<Di&WL7)\^^)v& 

25 Aay>0^; 
7Km» ; 
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5 ;\p^>M^; 

10 R,3^i 
-OR„ 

TK^Jii^ ; 
15 ^jsT^^ySi?^^) : 

-O- ; Xtt 
-NR„- 
20 (dClTRjs^* 

R„« 
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10 ^mmi7bm4m(D^myjvn^>'m ; 

^^ic 1 7!>M 4 i@©M7;i/^r;Px;i'*:n;i/S:Rt;Mmic 2 7!>M 5 

20 ;^3|^2 7iM5^(7)M7;PP + >^:^;i^4^:i;WS ; 

25 7jc?|JI^ ; 

^5^^17&S41@0liii7J^^;i/S ; 
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-has ; X« 

5 

2 . R ,0/0^ 
10 Riii)^ 

-0R„ 

15 (CdTR^/O^* 

~ YR23 
20 -O-Ta&O, 

25 R,4*^ 
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5 

. 3. R.ji^t 
-ORjj 

(c:e:TR„;&^ 
4. A;&t-jag^ (II) 



15 (^fp. Rp Rj, R3, R4, R5S:tJ?Re«if*<^^H^l«i:Pli;Tab§) 




(II) 



5. R,S.t)^^R23{>^|il-XHJ:^J^J:-3TViTt)J;<, 

20 mmm. 1 tis 4i@©M7;p=^;u«T^ 0 , 
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-OR,6 
10 (eieiTR.e/O^ 

t;^^ic2;!»S5M©M7;pn=^>^;^;p4^::i;i/»:!5^e>ii^^n^gmST 

15 ^^ic2 7iM5lS0fii^7;i/^::i;i/ST^^) T^^»^(D|SH^ 4]SfBi^ 

6. R,SLr^Rj*tx5^;i/»i?a&0, 
20 R5/?>^x5";i/S, 7'Dt!;i/«, -ryyatfjus, >^ K^'>axf*i^^5^;P7 5 

Rg*txb^i/;«j;P3j^-;i'S, p^h^^^g, xh:^^i^S, ':rut^^'ym. 
:/D5}?:^-'>»> :/h^->S, 2. 2, 2 - hU7;i/^ap^5^;i/p^ h^'>S, 
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7 . 3 -X^;i/- 5 ->^X5^Jl/;^;U7r^-r JU- 2 h^^->7x- 

, 3 ~X9-JV- 5 --JjL^}V7s)Vy7=^^ )V~ 2 -y'ut^^i/y x.-)V^, 

5 ->^x^;i/7>ji/7 7^'i';i^- 2 -7'o4^^'>- 3 -:/p hf;i/7xx 
5 -s^x^;i/7.;i/7 7^-r;p- 2 N^r'>- 3 -yotf;i/7xx;i/ 
3 -x^^^i^- 5 ->'x5';i/x;i/7 7^-r;u- 2 - (2. 2, 2-hU7 

;i.:tnxh^'» 7xx;i/a. 2 -7 U;P:t+>-- 3 -X5^;i/- 5 ->^X5^ 
10 ;p;^;P7 7^-r;U7xx;i'S, 3 -x5^;i/- 5 -i^x5^;^;^;^7 7^:-r;^- 
2- (2-yDtrx;v:*'^'» 7xx;i/S. 5 -i?x5";i/;^;P7 7^-f 
2. 3 ->?p< h=^^>'7xx;i/S, 2 -X h:^e/;^3;i/7i^x;i/- 3 -x5^;i/- 5 
- i^x9^;U7>;i/7 7 ^-r ;i^7 xx;i/Sx« 5 - e^x5';i/x;i/7 7 ^:-r 

2 h^->- 3 -v'^5";i/75y'7xx;i/ST*^»:t©«SH^6]giB 

8 . Adt-^^ (III) 




9. R,*? 
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-NR„R,8 
5 RgjOt 

10 ; X\t 

-COR,, 

[eiilTR.s:^^' 

mmmi7bm4m(Dum7Ji^:2=¥>'& .• 

15 ^mic3 7iM7i®(DS/^P7;V=<^;i<'S ; X« 
-NR„R2, 

( T R joRt/^R n^O^'l^-X o T ViT t) J: < . 

^miCl75M4fi©{£ii7;l^=^^;l/ST^§. ) T^D, 
20 X;^^ 

- s -■v$>^m^0mmm8mmm(D^>X7 ^ ]^mmi^. ^(Dmm±w^ 
0. 
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5 

11. A^^S, 5-z^-X.h^zy:^)V^ZL)V-4-;f^^)V-2-^X~)l^ 

, 4-X^;U-3, 5-p-)<h^zyt})l^y^X)V- 2-'^X-)Vm. 3-X 

5-xh^->;^j;i/j}?x;i/-4-x5^;i/-3-^ h^>';^;;i/jKxji/- 2 - 
5^xx;i/S. 5 -x^^ pypA°>:^j;P5j^xji/- s -x h4^5>:^j;i^7}^x;i/- 4 
-X5^;i/- 2 -5^xxj^s, 3. 5->^-xh^'>:^7;i/7t^x;i/-4-x5^;p 

- 2 -5"xx;i/Sxti 3 -X h:^'>*;W7j^x;i/- 4 -X5^;i/- 5 -z^x^ 
15 ;i/x;i'7 7^:-r;i'- 2 -5=-xxji/Si:^^ii*©isHii i omBm.o^> 

o 

12. 3, 5 -v'^'PD-N- (3 -X5F;1/- 5 ->?X5^;i/;^;l/7 7t-r 
20 2-^ h^i^^xXjP) - 4-t HD^$/^>XT$ h' ; 

3, 5->?^Pa-N- (2 -X 3 -X5^;i/- 5 -i^X^;|/X;i/7 

3. 5->?:^DP-N- (3 -X5^;i/- 5 ->^X5^;l/7.;i'7 7^<;W- 2 - 
-fu-^^i^yx-xjv) -4-k h*P^>'^>XT^ K ; 
25 3 . S-v'^PP-N- (5-i?X5^;i/;^;i/7T^:'r;W-3-'rvyPtf;W 

- 2 -yP7S^r'>7xX;i.) -4-t: h'P^->^>XT5 H ; 
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3, 5->?^PO-N- ( 5 -v'X^'Jl'X;!/^ 7^^;i^- 2 -7°DJl^^v- 

3. 5-i^;^PP-N- (5 ->?X5';i/7>;U7 7^:<;i^- 2 h4^'>- 3 
-yptf;i/7xr.;l/) -4-h KP^i/^>X75 F ; 

;i'7 7^-1';i'- 2 h^>'7xx;i/) tDV/^^^E-OV] 7xy=^vH; 
;^jUt>A 2. 6->fi7PP-4- [N- (3-X5^;i/-5-i^X^;i/X;i/ 
7 7^-r;i/- 2 h+>'7xx;i/) ;^j;Wt^'f;W] 7x/^->H; 
•^-hU'^A 2, 6 -Vi^PP-4- [N- (3 -X5^;i/- 5 ->^X5^;W7> 

10 ;i/7 7^:-r>iP- 2- yp/l^^>'7xxji/) :^j;wt^:-r 7xy^^^H; 

U>^ 2, 6->?^'PP-4- CN- (S-X^^;!/- 5 ->?X5^;i/X;P7 

;i/7 7^:^;u- 2-^ h:^i/7xx;i') 7xy^v'H; 

15 :f]^JOA 2. 6 -i^^PP-4- [N- (3 -X5^;U- 5 -v'X^^^l/X;!/ 
7 7^-rJV- 2 h^'>7xX;V) :*j;Wt^-<;W] 7x/^'>H; 

2. 6 ->^i^PP-4- [N- (3 -X5^;i/- 5 -i^X^'Jl/T. 

;i/7 7^:-r 2 -7'p#^>^7xx;i/) ;^j;i/n^-r;u] 7xy^vF: 
U>M 2. 6->'^PP-4- [N- (3-x5^;i/- 5 ->^x5^;i/:?;;i/7 
20 7^:'f Jl/- 2 h4^5/7xx;i/) :^j;i/n^-r 7xx;i/; 

3, 5-i^^PP-N- [3-X^;i/-5->5X5^JUX;i/7 7^^;i'-2- 
(2, 2, 2- hU7;i':tPXh4^5/) 7xX;i/] -4-bKP + '>^>X 

3, 5-i^i^PP-N- (2 -7U>'l/:t^'>- 3 -X5";i/- 5 ->^X5';i/X 
25 ;i/7 7^:-r;i^7xX;i/) -4-t Hp^5/^>X75 K ; 

3. S-v'^PP-N- [3 -X5^;i'- 5 ->'X5^;i<'X;i/7 7^:'f 2 - 
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(2 -ynkrzi;i/;t^i^) 7x^;H - 4 - t K □^v^>X75 H ; 
3, 5 -i?^OP-N- (5 -i^X5^;i/;^Jl/7 7^-f JW- 2. S-v^^h^^ 
iy7x.zi)V) - 4 - t KP + '>^>X75 F ; 

3, 5--Ji7UU-N- (2 -X 3 -X5^J1/- 5 -S^X 

5 5=-;i/X;l/7 7^<JP7xx;i/) - 4 - t Hd4^'>^>X7^ H ; 

3-^DD-N- ( 5 ->5x5';i^;^;i/7 T^r-f 2, 3 h^->y x. 

xjl/) -4-t: Hd:^5^- 5-xhD^>X7^ H ; 
5- (4 -k KD^^>/- 3, 5->'Xhn^>l/-r;i'7^y) -3-^5^;i/ 
5'^7x>-2. 4 -i^;^;l^Jl^>MS^X5";i/X7>x;i/ ; 
10 5- (3, 5-v'i^PD-4- t FP^5/^>V^-r;W75/) - 3 -X5^;i/ 

5- (3, 5-v?i7pp-4-ti H0^i/^>l/-r;P7^y) -3-7°Pl:f 
;P5^:t7x>-2, 4 ->';<7;i/7t^>m>^X5';UXX5^;U ; 
5- (3, 5 ->^:J7PP- 4-fc HP^$/^>y-r;i'75 /) -3- (p^ h 
15 ^v'^^^;!/) 5^:r7x>-2, 4 ->';^3;i/7j^>m>^X5^;l/XXx;i/ ; 

5- (3. 5 ->^t57PP-4 - 1 HP4^>'^>y-r;i^75 y) -3-x5^;i^ 

5":t7x>-2, 4-i^:^j;^3i^>mi^p^5";^xxT-;i/ ; 

5- (3, 5-i^^aa-4-\i\iu^i/^>9^)l^7s.y) -3-x5^;i/ 

5'^7x>- 2, 4->>:<j;i/jj^>^ 4 -X5^;i/X7.x;p 2-;t5^;i/X7. 
20 T-;i/ ; 

5- (3, 5->?i'PP-4-kHP + i/^>y-r;P75y) - 3 -X5^;i/ 
9=-:t7x>-2, 4--Jtl)V-^>m 2 -X5^;i/XXx;l' 4-pt5^;i/XX 
•r;U ; 

2- (3, 5->^^PP-4- t HP=^^>^>7-r;i^75y) -5-^^i^P 

25 :/pA>;^;i/Ji?x;i/- 4 -x?-;i/^:t7x>- 3 -:^7;uzH>mx5^;uxx 
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3-X5^;U-5- (4- t Kd^S^- 3, 5 -v5- hD^>y>f;i/75 y) 
2- (3. 5-i^i57DD-4-h HP=^pe/^>y-1';PT$y) -5-S^X5^ 

;i/x;i/7 7^:^;v- 4 -X5";i/5^:t7x> - 3 -;^3;i/7j^>itx5^;ux;^T- 

5 Jl/ ; 

tM-U'^A 2, 6-5^i^nD-4- [N- [3, 5 - t'X (Xh^~>;^;i/ 

jlfx;i/) -4-x5^;i^-2 -5^xx;i/] ti)vn^-()V] 7xy4^>' F ; :sLtj? 

3,5->^^DP-N- (5 ->?X5^;i';^;i/7 7t<;i'- 2 h^>'-3 



1 3. »:^o«BH^i«7iM^i 2mtm(o\\^^m. ^<DmM±.^mhn 

15 x}^;l/t>5^CttlH^ (CRF) ^^wmiffim. 
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